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(57) [Abstract] 

[Problem] In order to develop diabetes treatment drug which e 
vades side effect of conventional diabetes treatment drug, 
itdesignates that blood glucose fall medicine by novel action 
mechanism is offered as theobjective. 

[Means of Solution] 4 - (N - butyl - N - ethylamino ) -2,5- 
di methyl - 7 - (2,4,6 - trimethyl phenyl) - thieno (3,4 - d) 
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pyrrolidine or other CRF receiver antagonist had blood glucose 
lowering action, it wasdiscovered that it is useful as diabetes 
treatment drug due to novel action mechanism. 

[Claim(s)] 

[Claim I ] Diabetes treatment drug which designates CRF recep 
tor antagonist as active ingredient. 

[Claim 2] CRF receptor antagonist General Formula (I) 
[Chemical Formula 1] 



J 
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Diabetes treatment drug which is stated in Claim 1 which is a co 
mpound , pharmaceutical ly acceptable salt orthe hydrate which 
are displayed by. In above Formula, definition of each symbol 
is as follows. E shows N or C - R9 (In Formula, R9 shows 
hydrogen , alkyl , halogen , the cyano , hydroxy or alkoxy. ). 
G shows C or N. Rl shows hydrogen , alkyl , cycloalkyl alkyl , 
cycloalkyl , alkoxy, the amino, alkyl amino , dialkyl amino , 
alkyl halide , aralkyl , alkoxy alkyl , the hydroxy , 
hydroxyalkyl , aryl , heteroaryl , halogen , sulfhydryl or 
thealkyl thio. J N R2 R3 (In Formula, R2 and R3 identical or 
different and respective hydrogen , shows the alkyl , 
cycloalkyl alkyl , cycloalkyl , aryl , heteroaryl , 
hydroxyalkyl , the aralkyl , heteroaryl alkyl , acyl, alkoxy 
alkyl , alkyl thioalkyl , amino alkyl , the alkyl amino alkyl , 
dialkyl amino alkyl , carboxyalkyl and alkoxy carbonyl alkyl, 
or or R2 and R3 with thenitrogen atom which it connects and is 
adjacent shows basis which formsring. ) or shows group which is 
displayed with theORlO (In Formula, RlO shows alkyl and 
cycloalkyl alkyl or cycloalkyl. ). As for ring A below- 
mentioned Formula (TJ) to (XXHJ) 
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Condensed thiophene ring which is displayed by, condensation p 
yrazole ring , thecondensation pyrrole ring , condensation 
triazole ring , fused benzene ring and thecondensation pyridine 
ring , condensation pyridazine ring , condensation oxazine ring 
andthe condensation pyrazine ring section are displayed, 
identical or different substituent which on aromatic ring is 
chosen from halogen , alkyl , the alkoxy , alkyl halide , 
hydroxy , sulfhydryl , alkyl thio , hydroxyalkyl , the acyl , 
amino, alkyl amino, dialkyl amino , alkoxy alkyl, amino 
alkyl , the alkyl amino alkyl , dialkyl amino alkyl and nitro 1 
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to 3 it possesses Ar, or orit shows aryl or heteroaryl which does 
not possess substituent. R4 , R4 ', R5 and R6 and R7 
identical or different and therespective hydrogen , show 
halogen , alkyl , cycloalkyl , alkoxy , the acyl , aryl , 
heteroaryl, alkyl thio, alkyl halide, hydroxy, the 
hydroxyalkyl , alkoxy alkyl , alkyl amino alkyl , dialkyl 
amino alkyl or nitro. In addition, R4 and R4' connecting, - 
CH=CH - CH=CH - or can alsoform - CH2 CH2 CH2 CH2 - in 
Formula (V). R8 shows hydrogen , alkyl and cycloalkyl alkyl 
or cycloalkyl. 

[Claim 3] Compound of range which General Formula (I) show 
s next, diabetes treatment drug which isstated in Claim 2 which 
is pharmaceutically acceptable salt or hydrate. E shows N. G 
shows C. Rl shows hydrogen , alkyl , cycloalkyl alkyl , 
cycloalkyl , alkoxy ,the amino , alkyl amino , dialkyl amino , 
alkyl halide , aralkyl , alkoxy alkyl , the hydroxy , 
hydroxyalkyl , aryl , heteroaryl , halogen , sulfhydryl or 
thealkyl thio. J shows NR2R3 (In Formula, R2 and R3 
identical or different and respective hydrogen , shows the alkyl , 
cycloalkyl alkyl , cycloalkyl, aryl, heteroaryl, 
hydroxyalkyl , the aralkyl , heteroaryl alkyl , acyl, alkoxy 
alkyl , alkyl thioalkyl , amino alkyl , the alkyl amino alkyl , 
dialkyl amino alkyl , carboxyalkyl and alkoxy carbonyl alkyl, 
or or R2 and R3 with thenitrogen atom which it connects and is 
adjacent shows basis which formsring. ). ring A shows group 
which is displayed with Formula (II) or theFormula (VII). 
identical or different substituent which on aromatic ring is 
chosen from halogen , alkyl , the alkoxy , alkyl halide , 
hydroxy , sulfhydryl , alkyl thio , hydroxyalkyl , the acyl , 
amino , alkyl amino , dialkyl amino , alkoxy alkyl , amino 
alkyl , the alkyl amino alkyl , dialkyl amino alkyl and nitro 1 
to 3 it possesses Ar, or orit shows aryl or heteroaryl which does 
not possess substituent. R4, R5 and R6 and R7 identical or 
different and respective hydrogen ,show halogen , alkyl , 
cycloalkyl , alkoxy , acyl , aryl ,the heteroaryl , alkyl thio , 
alkyl halide , hydroxy , hydroxyalkyl , alkoxy alkyl , the 
alkyl amino alkyl , dialkyl amino alkyl or nitro. 



[Claim 4] Compound of range which General Formula (I) show 
s next, diabetes treatment drug which isstated in Claim 2 which 
is pharmaceutically acceptable salt or hydrate. E shows N. G 
shows C. Rl shows hydrogen , alkyl , cycloalkyl alkyl , 
cycloalkyl , alkoxy ,the amino , alkyl amino , dialkyl amino , 
alkyl halide , aralkyl , alkoxy alkyl , the hydroxy , 
hydroxyalkyl , aryl , heteroaryl , halogen , sulfhydryl or 
thealkyl thio. J shows NR2R3 (In Formula, R2andR3 
identical or different and respective hydrogen , shows the alkyl , 
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cycloalkyl alkyl , cycloalkyl, aryl, heteroaryl, 
hydroxyalkyl , the aralkyl , heteroaryl alkyl , acyl , alkoxy 
alkyl, alkyl thioalkyl , amino alkyl , the alkyl amino alkyl , 
dialkyl amino alkyl , carboxyalkyl and alkoxy carbonyl alkyl, 
or or R2 and R3 with thenitrogen atom which it connects and is 
adjacent shows basis which formsring. ). ring A shows group 
which is displayed with Formula (V), R4 and R4 ' connecting, - 
CH=CH - CH=CH - or form - CH2 CH2 CH2 CH2 -. 



[Claim 5] CRF receptor antagonist, 4 - (N - butyl - N - ethyl 
amino ) - 2,5-di methyl - 7 - (2,4,6 - trimethyl phenyl) 
thieno [3,4 - d] pyrimidine , diabetes treatment drug which is 
stated inthe Claim 1 which is a salt or a hydrate which on 
pharmaceutical can beallowed. 

[Claim 6] CRF receiver antagonist, 4 - (N - cyclopropyl meth 
yl - N - propyl amino ) - 5,6,7,8 - tetra hydro - 2 - methyl 
- 9 - (2,4,6 - trimethyl phenyl) - 9H tf jp9 £ K [4,5 - b] 
indole , diabetes treatment drug which is stated in Claim 1 which 
is a salt or ahydrate which on pharmaceutical can be allowed. 

[Claim 7] CRF receptor antagonist, diabetes treatment drug wh 
ich is stated in Claim 1 which is a salt ora hydrate which on 4- 
(N- butyl - N- ethylamino)-2,5- dimethyl -7-{2,4,6- 
trimethyl phenyl)-7H- pyrrolo [2, 3- d] pyrimidine and 
pharmaceutical can be allowed. 

[Claim 8] General Formula (I) 

[Chemical Formula 3] 



Diabetes treatment drug which designates compound , pharmac 
eutically acceptable salt or hydrate which aredisplayed by as 
effective component. In above Formula, definition of each 
symbol is as follows. E shows N or C - R9 (In Formula, R9 
shows hydrogen , alkyl, halogen , the cyano , hydroxy or 
alkoxy. ). G shows C or N. Rl shows hydrogen , alkyl , 
cycloalkyl alkyl , cycloalkyl , alkoxy ,the amino , alkyl 
amino , dialkyl amino , alkyl halide , aralkyl , alkoxy alkyl , 
the hydroxy , hydroxyalkyl , aryl , heteroaryl , halogen , 
sulfhydryl or thealkyl thio. JNR2R3 (In Formula, R2 and 
R3 identical or different and respective hydrogen , shows the 
alkyl , cycloalkyl alkyl , cycloalkyl , aryl , heteroaryl , 
hydroxyalkyl , the aralkyl , heteroaryl alkyl , acyl, alkoxy 

P.7 
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alkyl, alkyl thioalkyl , amino alkyl , the alkyl amino alkyl , 
dialkyl amino alkyl , carboxyalkyl and alkoxy carbonyl alkyl, 
or or R2 and R3 with thenitrogen atom which it connects and is 
adjacent shows basis which formsring. ) or shows group which is 
displayed with theORlO (In Formula, RlO shows alkyl and 
cycloalkyl alkyl or cycloalkyl. ). As for ring A below- 
mentioned Formula (H) to (XXDI) 
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— ;U*fcli^-7 L a7 u— frttir . R" . R 4 ' , R 5 . R 6 

7;u+;u. v^P7;u+;u. 7;hj+*>. 7->;u. 7'J 
— ;k ^-fP7'J— ;k 7^+^^^-^ Ma>f >ib7;u+;u 
. t kp+v. t h'p+->7^*jk 7;i>a*5/7;u*;k 
7;Mnk7 £ ^ 7;u+Jk v7;u+;u7 s y 7;u*;k*t=[* 

-hP«St. (V) izfc^r, R*. R" ' !i*££l 

Lt. — CH = CH-CH = CH-*fcli-CH 2 CH 2 C 
H 2 CH 2 -£ffSj£-f i>Cfct,T*££o R 8 I±**. 7;U+ 

;k P7;HF-;k7;u*;u*fci*S/$ uy^^i^ir. 



ffim«;S«l!lo EiiN^^fo Glic^^-To Ri li**, I 
7;i^/k P7;^^7A+ik ->5P7i^k 7/u 

n+v. 7£>, 7;U+;U7£y. v7Jb*^7s>', i\a 

fsitTii^fr. 77^*a, 7;L,n+->7;i'+;u. t Kn 
t h*p*->7;u*;k 7U-;k ^xP7U-;k m 

r2 rs (St*. R2fccfct;R3 iin-*fci*jiftor. * 
h^ft**. 7;k*;k -><7 □7;u^;u7;u+;Us »>*P7 
;u*;k 7'J-ik ^fn7'J-ik t h'n*i/7Wk 

77^*Jk ^TP7'J— >lT)l*r)\s. 7*>;k 7;UP*-> 

7;u*;k 7;u+;u : ? : ^7;u+;u, T^T^k 7;i>* 
;k7*>7A+;k y7W;k7S/7;i'+;k *^^+-> 
7Ji/+;u. 7;u3+v*;u#-;u7;u ; >r;L,£^-f *\ fc&i^ 

»js-ra**s-r. ) ss-r. hai^h: (id *fciixc (v 

I I) T?*$*i4***-r. A r(*3fSH±l=/\ny>. 7 
;u*;k 7;i/a*'>. Mpy>fb7;k£;k t h*n+v. 7. 

/kltK'JJk 7^+^^^, t h'P+v7^ik 7»>;U 
. 7SA 7^7 5^. v7;U+;U7£y. 7;l>a*5/ 

7;u*;k 75>7;u*;u. 7;u*;k7 5>'7;L'*;k 5? 7 
;u+;u7 £ / 7;u*;ufcJ:t/- h nfr^mtfo&^-ttte. 

1 ~3fl*-*-4*\ tL</il!HS*LS 
U7 l J-;U^fcli^xP7U-;U^^'ro R 4 . R 5 . R 6 

fc*t;R7i*Bi-*fci*i«fo-c, *ft?*i*5^ /\ay 

7^*;k ->fP7W. 7;U3*-X 7vJk 7'J 
-;k ^fP7 l J--lk Tll*)^*. nu?y\tT>\,*>\> 
. t Kn+v. t h'p*y7Wik 7;un*->7;u*;k 
7;u+;u7 £ ^ 7;u+Jk vt;u+;u7 £ / 7;i/*/i/*fctt 

— hP 



Condensed thiophene ring which is displayed by, condensation p 
yrazole ring , decondensation pyrrole ring , condensation 
triazole ring , fused benzene ring and thecondensation pyridine 
ring , condensation pyridazine ring , condensation oxazine ring 
andthe condensation pyrazine ring section are displayed, 
identical or different substituent which on aromatic ring is 
chosen from halogen , alkyl , the alkoxy , alkyl halide , 
hydroxy , sulfhydryl , alkyl thio , hydroxyalkyl , the acyl , 
amino , alkyl amino , dialkyl amino , alkoxy alkyl , amino 
alkyl , the alkyl amino alkyl , dialkyl amino alkyl and nitro 1 
to 3 it possesses Ar, or orit shows aryl or heteroaryl which does 
not possess substituent. R4, R4', R5 and R6andR7 
identical or different and therespective hydrogen , show 
halogen , alkyl , cycloalkyl , alkoxy , the acyl , aryl , 
heteroaryl , alkyl thio , alkyl halide , hydroxy , the 
hydroxyalkyl , alkoxy alkyl , alkyl amino alkyl , dialkyl 
amino alkyl or nitro. In addition, R4 and R4 ' connecting, - 
CH=CH - CH=CH - or can alsoform - CH2 CH2 CH2 CH2 - in 
Formula (V). R8 shows hydrogen , alkyl and cycloalkyl alkyl 
or cycloalkyl. 

[Claim 9] Compound of range which General Formula (I) show 
s next, diabetes treatment drug which isstated in Claim 8 which 
is pharmaceutically acceptable salt or hydrate. E shows N. G 
shows C. Rl shows hydrogen , alkyl , cycloalkyl alkyl , 
cycloalkyl , alkoxy ,the amino , alkyl amino , dialkyl amino , 
alkyl halide , aralkyl , alkoxy alkyl , the hydroxy , 
hydroxyalkyl , aryl , heteroaryl , halogen , sulfhydryl or 
thealkyl thio. JshowsNR2R3 (In Formula, R2andR3 
identical or different and respective hydrogen , shows the alkyl , 
cycloalkyl alkyl , cycloalkyl , aryl , heteroaryl , 
hydroxyalkyl , the aralkyl , heteroaryl alkyl , acyl , alkoxy 
aikyl , alkyl thioalkyl , amino alkyl , the alkyl amino alkyl , 
dialkyl amino alkyl , carboxyalkyl and alkoxy carbonyl alkyl, 
or or R2 and R3 with thenitrogen atom which it connects and is 
adjacent shows basis which formsring. ). ring A shows group 
which is displayed with Formula (H) or theFormula (VTJ). 
identical or different substituent which on aromatic ring is 
chosen from halogen , alkyl , the alkoxy , alkyl halide , 
hydroxy , sulfhydryl , alkyl thio , hydroxyalkyl , the acyl , 
amino , alkyl amino , dialkyl amino , alkoxy alkyl , amino 
alkyl , the alkyl amino alkyl , dialkyl amino alkyl and nitro 1 
to 3 it possesses Ar, or orit shows aryl or heteroaryl which does 
not possess substituent. R4, R5 and R6 and R7 identical or 
different and respective hydrogen ,show halogen , alkyl , 
cycloalkyl , alkoxy , acyl , aryl ,the heteroaryl , alkyl thio , 
alkyl halide, hydroxy, hydroxyalkyl, alkoxy alkyl , the 
alkyl amino alkyl , dialkyl amino alkyl or nitro. 



ISTA's Paterra(tm), Version 1.5 (There may be errors in the above translation. ISTA cannot 

be held liable for any detriment from its use. WWW: http://www.intlscience.com Tel:80(M30-5727) 



P.9 



JP 00038350A Machine Translation 



<nmm±im2ti$>tk-£t~i**<o -c &«m*3 s sets 

0)»flJffi5&**. EliN^St. G(iC£*-f = R', I*** 

. 7;i^;k P7;u*;u7;k*-;k •>?P7JU*-Jk 7 

py><t7;M^k r^u+Jk 7^a*->7;u*;k tK 
□ + t Kn*y7^k 7'J — Vk ^tOT'J—J^ 

npy^ x;k?th*'j;k ^tzitr i^ju^^^TFto j 
ii n r 2 r 3 R 2 fccfctfR 3 , i*ra-*fci*Mteor 
. ■tfi^ttfk*, 7;u*;k P7;u+;u7JU*;k v<7 
P7Jl*;k 7'J-Jk 'stPT'J — Jk th'P+v7J^ 
;k 77^+;k 'NTdT'J-JkTju+Jk 7->;k 7;un 
+->7;^Jk 7;u+;u^7t-7;u+;u, 7;/7WJk 7 
;i/*;i/7 5>7^*;k y7J^k7 5;7^;k a;k-tf 

i IMt R2 fc J: I/ R 3 L T BR* ^g^JI^ i i * l= 

mzw>$.?&&£mto ) hai*3C (v) vmzti 

£>S£;fL. R" . R4'li*S-&LT. — CH = CH-CH = 
CH-£fcli-CH' 2 CH 2 CH 2 CH 2 -£Bf$.t&, 

[flt#Sl 1] -flSxt (I) fflfc£*J&<* 4- (N-?? 

^-N-if;k?sy ) -2, 5-s?>^u-7- (2, 4 

, 6- K ^fJk^i^W fi; [3, 4-d] bf'JSv 

^<D[i^±sfg£ftda££fcii7kffi&T*fc&li*Jg8 
cas**i 2] -ibsc (i) ©ft***. 4- (n-v<? 

P3?P bfjuy-T ;U-N-7p e;U75^ ) -5, 6, 7, 8 
-f h7^Wh*P-2->f^-9- (2, 4, 6-h'J> 
fJWi-iH -9H-tf'J5K[4, 5-b] -C^ K— ;U 

3] -flSxt (I) 4— 
;u — N — x^-;u7 = y ) —2, 5-v>f;i^7- (2, 4 
, 6— h'J>f;k7i-^) — 7 H— t?PP [2, 3 — d] 



[Claim 10] Compound of range which General Formula (I) sho 
ws next, diabetes treatment drug which is stated in Claim 8 
which is pharmaceutically acceptable salt or hydrate. E shows N. 
G shows C. Rl shows hydrogen , alkyl , cycloalkyl alkyl , 
cycloalkyl , alkoxy ,the amino , alkyl amino , dialkyl amino , 
alkyl halide, aralkyl, alkoxy alkyl , the hydroxy , 
hydroxyalkyl , aryl, heteroaryl, halogen, sulfhydryl or 
thealkyl thio. JshowsNR2R3 (In Formula, R2andR3 
identical or different and respective hydrogen , shows the alkyl , 
cycloalkyl alkyl , cycloalkyl , aryl , heteroaryl , 
hydroxyalkyl , the aralkyl , heteroaryl alkyl , acyl , alkoxy 
alkyl , alkyl thioalkyl , amino alkyl , the alkyl amino alkyl , 
dialkyl amino alkyl , carboxyalkyl and alkoxy carbonyl alkyl, 
or or R2 and R3 with thenitrogen atom which it connects and is 
adjacent shows basis which formsring. ). ring A shows group 
which is displayed with Formula (V), R4 and R4 1 connecting, - 
CH=CH - CH=CH - or form - CH2 CH2 CH2 CH2 -. 



[Claim 1 1 ] Compound of General Formula (I), 4 - (N - butyl 
- N - ethylamino ) - 2,5-di methyl - 7 - (2,4,6 - trimethyl 
phenyl) thieno [3,4 - d] pyrimidine , diabetes treatment drug 
whichis stated in Claim 8 which is a salt or a hydrate which on 
pharmaceuticalcan be allowed. 

[Claim 12] Compound of General Formula (I), 4 - (N - cyclopr 
opyl methyl - N - propyl amino ) - 5,6,7,8 - tetra hydro - 2 - 
methyl - 9 - (2,4,6 - trimethyl phenyl) - 9Htf jpS 5 K [4,5 - 
b] indole , diabetes treatment drug which is stated in Claim 8 
which is a saltor a hydrate which on pharmaceutical can be 
allowed. 

[Claim 13] Compound of General Formula (I), diabetes treatme 
nt drug which is stated in Claim 8 whichis a salt or a hydrate 
which on 4- (N- butyl - N- e%lamino)-2,5- dimethyl -7 
-(2,4,6- trimethyl phenyl)-7H- pyrrolo [2, 3- d] 
pyrimidine and pharmaceutical can be allowed. 



[000 1 ] 

<DT?#&=ui^n hpe^saiH* (cr f) ses<*7>* 



[0002] 

[tt*©a«] BBtttf UBttflBWO 95/34563, W 
094/1 3643, WO 9 4/ 1 3 6 7 7 , W094/1 



[Description of the Invention] 
[0001] 

[Technological Field of Invention] As for this invention it regar 
ds blood glucose fall medicine which designates^ jpl 1 jp8 

jp7 Ro pin releasing factor (CRF) receiver antagonist which 
can use for diabetes treatment as theactive ingredient. 

[0002] 

[Prior Art] In each disclosure of PCT Patent Publication WO 9 
5/34563, WO 94/13643, WO 94/13677, WO 94/13676, WO 
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3676, WO 97/291 10, WO 95/33750, 
W09 6/3 5 6 8 9, W09 8/8 8 4 6, W098/8 
8 4 7, WO 9 7/2 9 1 0 9 <7)£"2>$8lzli C R Fg!§H*7 

hjstisiru an.* a hPbfz/ttmH^icfcy 

. nil. ftft. ?p->*. SttlBflgfccfe^MttilsSBi 

7. (HIV) »»tt4«^JI<D-t#ft 
*BS. tilJlltt^ hUX, *fcfc«fctf7;Ua-,(U*K!£tt. 

fl1$B<b£. ttjftL«£&£fa>£*a>&*SJ: LTffll*S8£ 



[0 0 0 3] *fc. g£ttnfiH*aPCTSI6ttlfiljB3 

PCT/JP97/0478 2-^-IZliCR F g:§ft7 >9 =f 
Sfr'JzL-^T) . (Eft. VJlT7'V~b7 h«. Til 

cu »«kJt#a>Mffi3(*X^:L,Tfe^«C 

fctfbs ±E©L^r*i«>W»»l=ti C R FSE«*7>* 3*- 
X Kgtt**^*it^*A<«flU»|(Dift*l=ttfflT?#*Ci:l= 
oi^TI4fflb!5«l4fcL*. 



[00 0 4] 

[SEWA<«*L<t:5t1--5SS] «R*!I4*< 

IBJflUEft £ *< fc4 . i4S#<Oife5£1IBa £ BJgKfiW L 
, 4*St,ft«l=S6r*^t*L^. »£ftS#tt(4tta]«i 
fSilcifcSo = ©*ftl=ttAn©MHb. &±j£©3E<b. 
7?>f ;U©«{b/«EifA<SHi: LTft&t&o *-fc*>fc«B*l 

[«©*#»I4 5 0 OTafrb 6 0 0^AI=t.a-r-6i:L^*l 

ffiJSJfif=l4'T>7.U>«5#S (I D DM) t-f^ij^fli 



97/29 1 10 , WO 95/33750, WO 96/35689, WO 98/8846, WO 
98/8847, WO 97/29109 CRF receptor antagonist activity to 
possess, With a jpl 1 jp8 a jp7 Ro pin releasing factor 
promotion or cause is done thetreatment of disease which, Or 
arthritis , You called asthma and allergy inflammatory disease , 
anxiety depression , fatigue syndrome , headache , ache , 
cancer , Crohn's disease J$ characteristic colon and sensitivity 
colon are included irritable bowel syndrome , Condensation 
pyrimidine and condensation pyridine compound which it uses 
the immune function failure , human immunodeficiency virus 
(HIV) infection , gastrointestine disease and neurological loss 
of appetite or other meal damage , bleedingcharacteristic stress , 
drug and alcohol withdrawal , drug poisoning and stress induced 
generation psychosisepisode , as therapeutic of infertility , 
head trauma , spine physical trauma , ischaemic neuron injury , 
the thyroid dysfunction syndrome , epilepsy, seizure, muscle 
convulsion, urinary incontinence , amyotrophic lateral 
sclerosis and the hypoglycemia or other disease are disclosed. 

[0003] In addition, Presently in PCT International Patent Appl 
ication No. PCT/JP97/04782 number in application person in 
charge beingattached CRF receptor antagonist activity to 
possess, Especially, In human, depression , feeding damage , 
Alzheimer's disease , Separation illness, Condensation 
pyrimidine compound which you can use Parkinson's disease , 
Huntington's corea and the amyotrophic lateral sclerosis , so 
illness and psychosomatic disease, senile dementia , panic 
damage, the apoplectic stroke and inflammation ( 
autoimmune disease and for example chronic joints 
rheumatism), ache, obesity and dijplr^ twcU'V jp7 
illness, as therapeutic of alcohol dependence, climacteric 
disorder andthe premenstrual syndrome, in addition heart 
cardiovascular system medicine (Such as antihypertensive), 
immunity activationmedicine, as disease improvement medicine 
of immunosuppressant and IC U(Centralized treatment room) 
patient is stated. But, there is not what statement concerning 
being able to use for thetreatment of diabetes compound which 
possesses CRF receptor antagonist activity in theabove- 
mentioned each Specification. 

[0004] 

[Problems to be Solved by the Invention] Diabetes is severe dise 
ase which accompanies many accompanying disease. There is a 
retinopathy , a heart disease , a apoplectic stroke , a renal 
failure , a nerve damage , a arteriosclerosis , a hypertension 
and a hyperlipidemia etc as representative accompanying 
disease. These infringe life capacity of patient in heavy degree, 
when also the life is exposed to risk, are many. As for diabetes 
patient number there is a increase tendency, aging of 
population, change of eating lifestyle and change etc of the life 
style it exists in this background as factor. Namely increase of 
diabetes patient is quite present-day phenomenon, for example 
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(n i ddm) O2fiir^gij$^i, 0 ±mmmm%$i<D 

890~95%tt^ta)NIDDMfj!i5„ NIDDMffll 
£<S64N I DDM<D±£#f@fi, ( 1 ) &Kj8*fflllSfrbaH 

>xu>»»<D«Tt. (2) *ffi^;u3-xfijfflfflsa©-r 

T<—V ■ *T7 15, 318-368 (1 9 9 2)]. 



[0005] MfM£*«J: LX&*,fc<mi^Kx^i>z 

l*K«j8ttliafrC(D-f l/X'J^»»fflfflJt^ffl-Cj54. Lfr 
L. JUUifr=^l/7*fc£*l41HWili: LT«Jll«l££3l 

•7f$ 1 175, 45-59 (1 9 9 2)]. Sfcftlc 

. =a>*ft*#ffl-f >xg >»»*ffijtr * z <t ii<*ai^ip 

. SJhE«E. «IBJhfi!Sf<D»*L<«:L^HIttfflSgi#ie- 
*-Wtttt*<*4. -f>xu>»»«3i*fl-*<tt\ 

7*—V 37. 1549-1558(198 8)] fci'tf 

3*1X1*4 C-a.- ■ ■< ^9=7^ K ■ vt-tJl- ■ ■ * 
T-<X> 338, 916-917 (1998)]. 
0tero*S^Js;&*^<t LX, MfTK K**JW. a— y J 
a 5/ if— tfH9«tet*A<*4*<. ^ti-ftt. ILBtTvK— > 

l*fcl* i s* 4 . fc X*#£IB# b l*jfiiSKTfM3 L , 
«E*<0ttR*J&*SE<DBJ^ffl*lHiai-4«Sl*J6**SM* 



[0006] 

CRF) tt««T«ft*ffl#a'<^KTf*4. CRFIitU 

„ TfitTfflCRFfflift^lt TSft^e>Jll«t"^<DBHf 
fiRJia^^^V (ACTH) fflttttiffiiit?** [1MX> 



presently with Japan as for patient number it is said that 
itreaches to also 600 0,000 persons from 500 0,000. In 
addition, as for number it is expected that in future itincreases. 
insulin dependence type ( DDM ) with it is roughly classified to 
2 kinds ofthe insulin non- dependence type ( NIDDM ) to 
diabetes . Approximately 90 to 95 % of all diabetes patient 
number is NIDDM of the latter, adult past of 40 year is many 
in patient of NTDDM,the patient which in addition possesses 
obesity tendency is many, ergotherapy and dietary treatment 
method etc are basis in treatment , but with just thatwhen 
sufficient remedial effect is not acquired becomes many, 
psychopharmacologic treatment by blood glucosefall medicine 
with necessary. Main cause of disease of NIDDM which 
occupies major portion of diabetes, isthe two of insulin action 
decrease ( insulin resistance ) of decrease and (2) peripheral 
glucoseutilization cell of insulin secretion from(l) pancreas P 
cell (D. 7 B *>* care 15,31 8-368(1992)). 

[0005] Action mechanism of sulfonyl urea compound (Such as 
9 jp9 pen ~3 rami K ) which is most widely used as diabetes 
therapeutic isthe promoting action of insulin secretion from 
pancreas p cell. But, as for sulfonyl urea compound there are 
times when hypoglycemia is caused as theside effect ( bio 
Chemica *^ jp7 * bio? ■< di mosquito * Acta 1 175,45 - 
59(1992)). In addition as for diabetes patient of especially 
obesity state being many timeswhen high insulin blood 
symptom is accompanied, promoting insulin secretionof this 
kind of patient weight gain , hypertension and is a possibility 
which causesthe hyperlipidemia or other desirable side effect. 
On one hand, it does not mind insulin secretion promotion, jp7 
log Rita '/^(D. 7 B^ 37,1549- 1558(1988)) etcwas 
observed as so-called insulin resistance improvementmedicine, 
but because of side effect of severe liver damage use is 
restricted( New England * journal * of > D. X > 338,916- 
917(1998)). In addition there is a biguanide drug and a cc- 
glycosidase inhibitor etc, as other diabetes therapeutic, 
butrespectively, you can see lactic acidosis and hypoglycemia 
or other severe side effect, it has possessedthe deficiency where 
hypoglycemic action is weak, such as liver damage. Namely 
you can call effective therapeutic of diabetes regarding present 
state, thatit is not established yet. In order to develop diabetes 
therapeutic where these inventors has blood glucose lowering 
action, evadesthe side effect of conventional diabetes 
therapeutic, research of blood glucose fall medicine with the 
novel action mechanism was started then. 

[0006] 

[Means to Solve the Problems? jpl 1 jp8 => jp7 Ro pin relea 
sing factor (CRF) is neuropeptide of hypothalamus derivation. 
After being discharged from hypothalamus, it connects CRF to 
theCRF receptor of pituitary gland. Main action of CRF with 
pituitary gland is discharge promotion of theadrenal cortex 
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X 2 18, 377 (1982) ] 0 C R F (DMSHZ J; y & 

tiiSfftfcACTHIi, ^*SJ»ftJl£*!»Lll«fl>iim£ 
>©* 4 i * 4 . c 3 *i *■ * 
OMH HfCttail^ <BM^aa ;u 
Ta-f KJSt*t,***iS [7i-llX =3.-3- 
0 ■ 7AfS-- ;t7-+Mi>x 771, 1-18(1 
9 9 5) ] 0 ^*Ib<D*3l^b*f6W#b(i. CRF^ffl 

l=tttt*-4lvbl*>*CRF7>* J=* akftunittii 

Lfco **MI*CRFS»#7>^a*-Xh** 

-x hi triiCR FftSftizftffiftfflS^-rs-rxrroib 
hnt°>SctbB^ (crf) li 

a;i/?3 hO t£^HLtii^)^E> (CRH) . ACT Hj&fctiH 

ft8#7>*=f=XHiCRHftS<*7>*a\zxK AC 
THttttiH^g#tt;7>5f=r-x hfejctfa^* a U * U ^ 



[0 0 0 7] *aflliUT*T«BM£*X£WJtt-«. 



1. cRF%®#7>'*j=xhtt®f&Kt-r$ l m&m% 
mm. 

2. CR FS§»7>^a"-X hA<-fl§it (I) 
[0008] 

[ft5] I 



J 




[0 0 0 9] l=J:y*$+L4fl:^«!, ■f-©BIS±n ; ***L4 
^*fcli-?-<73*fi]feir'fe4±sE1 aE«0)^)5^;S*3llo ±E 
it*, #E-^<OSSIiJR(Ojiyr'S)-S„ EliN^fclic-R 
9 (3*, R 9 7/U*;k /\Py>. v7A t K 

n*->£fcl;t7;ua*v£^-to ) £*"to Glic^fcliN 
£r^o r 1 I***. 7;t-*;k >>i7P7;bWJi.+;k 

v^P7W, 7;ua+v, 75^, 7;L^;U7S,>, v 

7;i/*;i,7i/', /\ny><b7;u+;u. 77Ji<^k 7;ua 

*->7JU*-;k t KP*v, t KP + v7J^Jk 7'J— )l 



stimulus hormone (ACTH) to blood from pituitary gland ( 
Science 218,377(1982)). ACTH which is discharged by 
stimulus of CRF stimulatesthe adrenal cortex next and promotes 
production and secretion of various adenocorticotropic 
hormone. Here also glucocorticoid etc which relates to 
saccharide metabolism deeply is includedin various 
adenocorticotropic hormone which secretion is done, (analog 
jpl 1 X * of * the * New York * academy * of * Science 771, 
1 - 1 8(1995)). As for these inventors, that so-called CRF 
antagonist which competes to action of theCRF, is a possibility 
which has possessed action which improves the sugar metabolic 
function fault you thought from these facts, repeated diligent 
research. As a result, CRF receptor antagonist has blood glucose 
lowering action, fact that it is useful asthe diabetes therapeutic 
was discovered, namely, this invention regards diabetes 
therapeutic which designates CRF receptor antagonist as active 
ingredient. All compound which possess antagonist action in 
CRF receptor as CRF receptor antagonist areincluded. In 
addition, a jpl l j p 8 a j p 7 Ro pin releasing factor (CRFa 
jpl 1 jp8 a j p 7 Ropin releasing hormone (CRH), ACTH 
releasing factor oia jpl 1 chicory ^ phosphorus and is 
synonymous, CRF receptor antagonistof this invention CRH 
receptor antagonist , ACTH releasing factor receptor 
antagonist and a jpl 1 chicory includes alsothe phosphorus 
receptor antagonist. 

[0007] This invention below offers diabetes treatment drug whic 
h is shown. 

Diabetes treatment drug which designates 1 .CRF receptor antag 
onist as active ingredient. 

2.CRF receptor antagonist General Formula (I) 

[0008] 

[Chemical Formula 5] 



[0009] Diabetes treatment drug which is stated in above-mentio 
ned 1 which is acompound , pharmaceutically acceptable salt or 
hydrate which are displayed by. In above Formula, definition 
of each symbol is as follows. E shows N or C - R9 (In Formula, 
R9 shows hydrogen , alkyl , halogen , the cyano , hydroxy or 
alkoxy. ). G shows C or N. Rl shows hydrogen , alkyl , 
cycloalkyl alkyl , cycloalkyl, alkoxy, the amino, alkyl 
amino , dialkyl amino , alkyl halide , aralkyl , alkoxy alkyl , 
the hydroxy , hydroxyalkyl , aryl , heteroaryl , halogen , 

P.13 
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% <-sxP7'J— ;k /\py>, x;u7t Kuvk Sfciir^ 

+;k7ji,+Jk ->^p7^+;u % 7'J-,ik ^ pt 'J-;l, 

Jk 7->Jk 7;u=i*v7JL,+Jk 7Jk^Jk^;t7JL,*Jk 

y/^+Jk ^;u^+->7JU+;k T^zi+i/^^^-^kT 7 
;k+;k*^TA\ fc&LMiR 2 fccto'R 3 , (**S^LrK}$T 

(5£*. R'OiiT^+^k v^P7;L,+;kr;L,+;k*fc[i-> 

(II) ~ (XXIII) 
[0 0 10] 



sulfhydryl or thealkyl thio. JNR2R3 (In Formula, R2and 
R3 identical or different and respective hydrogen , shows the 
alkyl , cycloalkyl alkyl , cycloalkyl , aryl , heteroaryl , 
hydroxyalkyl , the aralkyl , heteroaryl alkyl , acyl , alkoxy 
alkyl , alkyl thioalkyl , amino alkyl , the alkyl amino alkyl , 
dialkyl amino alkyl , carboxyalkyl and alkoxy carbonyl alkyl, 
or or R2 and R3 with thenitrogen atom which it connects and is 
adjacent shows basis which formsring. ) or shows group which is 
displayed with theORlO (In Formula, RlO shows alkyl and 
cycloalkyl alkyl or cycloalkyl. ). As for ring A below- 
mentioned Formula (IT) to (XXIII) 



[0010] 
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JP 00038350A Machine Translation 

like] 



[Chemical Formula 6] 




"A 

Ar Ar Ar Ar 

(XVI) (XVII) (XVI II) (XIX) 




(XX) (XXI) (XXII) 



[001 1] i=±y«s*i*i^**7i>ii, ^^7-; 
>g, ^t°'jv>s, «^t°u^v>s. ms**y-v> 

7;u+;k 7jun*-X /saf^itrn*)^ t Kp+ 
x;u7th*'j^, TJU+Ji/T^-, t h*p+v7Ji^;k 

7v^k 7;A 7;i/+^7 5A v7;L^;U7 5 / , 7JL, 
3 + y7Jl+Jk 75/7A+Jk 7m7s;7J^JI/ 




Ar 



(XXIII) 

[00 1 1] Condensed thiophene ring which is displayed by, conden 
sation pyrazole ring , thecondensation pyrrole ring , 
condensation triazole ring , fused benzene ring and 
thecondensation pyridine ring , condensation pyridazine ring , 
condensation oxazine ring andthe condensation pyrazdne ring 
section are displayed, identical or different substituent which on 
aromatic ring is chosen from halogen , alkyl , the alkoxy , 
alkylhalide, hydroxy, sulfhydryl, alkyl thio, hydroxyalkyl , 
the acyl , amino , alkyl amino , dialkyl amino , alkoxy alkyl , 
amino alkyl , the alkyl amino alkyl , dialkyl amino alkyl and 
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JP 00038350A Machine Translation 
#L&l*7U-/U£fcl*^TP7'J-Jl'£*-f. R 4 , R 4 
\ r5 , R6 h&Vr] li^-^fciiH^or, ^-ti^ft 
7K^, /\PW. 7;k*;k ->9P7WJk 7;k=i*v, 
7->;k 7'J-Jk ^fnj'JHk T^+^^Jj", /NP'y-* 
>fk7;k*;k t + t KP + v7WJk 7;k=i + 

•>7;k+;k 7;u+;k7 = y 7;k+-ik, v7;k+;k7 = /7 

Jl/*^ff:tt-hP5*t. £fcit (V) izfcL^T, R 4 , 
R 4 ' [iS'nLT. -CH = CH-CH=CH-tfcli-C 
H 2 CH 2 CH 2 CH 2 -£Wif$.i-&Ztt,X*£&o R a !i 

7JU+;k. v?a7;k*;k7;k*;u£fciiv?a7Jk 
[0012] 3. -flSxt ( i > tfvuzTFtmmoxts®. * 

<7> m m ± t £ h 4 ffi* fc I * -t (7) * « M r* fe 4 ± BE 2 SE K © 
«flUN»*K. EIJNt*t. GlicSSt. R' I***. I 
7Ji**Jk ->^P7;L.+;u7;^;k v9P7Wk 7;k 

□ + 75/ . 7Jk*;k7£y\ v7^75y. /\P 

y>ft7;k*;k 77A*;k 7;bP*->7;MMk t kp 

+ tKP + v7W;k 7U-Jk ^fP7'J-Jk n 
p{fk x;k7 t KUJUSfcl^Jk^k^Tj-^-To JliN 
R 2 R 3 <5C*. R 2 J3J:i;R?(*H-*fcl*llfc'3l\ * 

h^Mx*^ 7;u*;k ->^7 P7;u+;k7;u+;k ->^P7 

;kfc;k 7U— ;k P7UHk t KP + v7JI/^k 

77^+;k P7U— ;k7;u+;k 7->;k 7;kP*s> 
7;kfc;k 7;k+;k^7j-7;k*;k, 7;>'7ii*Jk 7;k+ 
;i7 5y7;i/*Jk v7;k+;k7sy 7;k*;k. film**' 
7Jk*;k. 7Jk3*->*;k-f?^jk7;k*Jk£jF-tri\ fc4i^ 

i i) -e«s*i*»**-r. a ri**»aui=/\py>. 7 
ju+jk 7;^ J fk /\py>ib7;u J F-;k tFnJfy, ^ 

^7tK'JJk T^^U^^-s t h'P*'/?^, 7->;k 

. 7S>. 7;k*;k7£/k 2?7;i/*;u7£y, 7;kP*-> 
7;k*;k 7sy7W;k 7;i+jk7sy7^+;k i?7 
;U*;i/7 5> 7;l>*;i>J3J:tf- h P*^aii*i4R|-*fc(* 
1~3»Tr44*, *L Lfc 
^7U-;k*f=(*'N J fP7 l J— )H^to R4 , R 5 , , R 6 
fc<fct/R7 liH-^fcttRftoT, *4x-?;M<3l, ap¥ 
7;k4^k y?P7i^k 7^P+->. 7v;k 7 'J 

-Jk ^xP7U-;k tvu^u^. /\nyMb7;u*;u 
. t Kp^tv, t h'p+y7;^k 7;kp4=->7;k+;k, 
7;k^;k7 s j 7;k+Jk v7^+;k7 s J 7Jk*;k*fcf* 

[0013] 4. -tea: (i) tffcicjp-rasHrofeS*. * 

© BULtlW S *i 4 I* * ©*» t? tb 4 ±sE 2 SESi (7) 
tt£*%*X. El* N GI*C£jM\ Rl I 

7Jk+Jk y^P7Jb+;k7;i-+;k y^P7J^k 7;u 

□ 7 5/, 7;k+JU7S/, v7^k75y, AP 

yvft7;L.*;k 7^;u+;k 7;kp^->7;u+;u, t Kp 

+ tKP*y7^*;k 7U-;k 'sfaTU-Jk m 
Pfk ^L.7th*'JJk t-t^tTI^I^-tifr^o J I* 
NR 2 R 3 (it*. R 2 fcJ:t>'R 3 (4(^-^/:(*^^^.r, 



nitro 1 to 3 it possesses Ar, or orit shows aryl or heteroaryl 
which does not possess substituent. R4 , R4 ', R5 and R6 and 
R7 identical or different and therespective hydrogen , show 
halogen , alkyl , cycloalkyl , alkoxy , the acyl , aryl , 
heteroaryl , alkyl thio , alkyl halide , hydroxy , the 
hydroxyalkyl , alkoxy alkyl , alkyl amino alkyl , dialkyl 
amino alkyl or nitro. In addition, R4 and R4 ' connecting, - 
CH=CH - CH=CH - or can alsoform - Cffi CH2 Cffi CH2 - in 
Formula (V), R8 shows hydrogen , alkyl and cycloalkyl alkyl 
or cycloalkyl. 

[0012] Compound of range which 3. General Formula (I) shows 
next, diabetes treatment drug which isstated in above- 
mentioned 2 which is pharmaceutically acceptable salt or 
hydrate. E shows N. G shows C. Rl shows hydrogen , alkyl , 
cycloalkyl alkyl , cycloalkyl, alkoxy, the amino, alkyl 
amino , dialkyl amino , alkyl halide , aralky] , alkoxy alkyl , 
the hydroxy , hydroxyalkyl , aryl , heteroaryl , halogen , 
sulfhydryl or thealkyl thio. J shows N R2 R3 (In Formula, R2 
and R3 identical or different and respective hydrogen , shows 
the alkyl , cycloalkyl alkyl , cycloalkyl , aryl , heteroaryl , 
hydroxyalkyl , the aralkyl , heteroaryl alkyl , acyl, alkoxy 
alkyl , alkyl thioalkyl , amino alkyl , the alkyl amino alkyl , 
dialkyl amino alkyl , carboxyalkyl and alkoxy carbonyl alkyl, 
or or R2 and R3 with thenitrogen atom which it connects and is 
adjacent shows basis which formsring. ). ring A shows group 
which is displayed with Formula (H) or theFormula (VII). 
identical or different substituent which on aromatic ring is 
chosen from halogen , alkyl , the alkoxy , alkyl halide , 
hydroxy , sulfhydryl , alkyl thio , hydroxyalkyl , the acyl , 
amino , alkyl amino , dialkyl amino , alkoxy alkyl , amino 
alkyl , the alkyl amino alkyl , dialkyl amino alkyl and nitro 1 
to 3 it possesses Ar, or orit shows aryl or heteroaryl which does 
not possess substituent. R4, R5 and R6 and R7 identical or 
different and respective hydrogen ,show halogen , alkyl , 
cycloalkyl , alkoxy , acyl , aryl ,the heteroaryl , alkyl thio , 
alkyl halide , hydroxy , hydroxyalkyl , alkoxy alkyl , the 
alkyl amino alkyl , dialkyl amino alkyl or nitro. 



[00 1 3] Compound of range which 4. General Formula (I) shows 
next, diabetes treatment drug which isstated in above- 
mentioned 2 which is pharmaceutically acceptable salt or 
hydrate. E shows N. G shows C. Rl shows hydrogen , alkyl , 
cycloalkyl alkyl , cycloalkyl , alkoxy ,the amino , alkyl 
amino , dialkyl amino , alkyl halide , aralkyl , alkoxy alkyl , 
the hydroxy , hydroxyalkyl , aryl , heteroaryl , halogen , 
sulfhydryl or thealkyl thio. J shows N R2 R3 (In Formula, R2 
and R3 identical or different and respective hydrogen , shows 
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Zh^hfcm. 7)l*)l, v9 n7)l* )\,7)l* )l>, ->?P 
7Jl*)l. 7')—)l. 'sfPT'J- Jk t Kp+->7JU*;L> 
, 75;L>+Jk ^xptu-;l,t;u+;u % 7v;k t;up + 
v7;u*Jk 7;u+;k^;f 7;u*;k 7s/7JL,+;k 711 

•>7A+Jk 7 )l>zi3--/l) )\,tf-)l,7 )l*)l£^t t\ 

imjr 2 s^r 3 , l r 5 mmm* tt nzm 

iJH&ti&i^to ) HACtxC (V) 

*£^L, R 4 , R 4 '[i$S-&LT, — CH = CH-CH=C 
H-Jt:li-CH 2 CH 2 CH 2 CH 2 -ZWitfSLt&o 

[0 0 14] 5. CRFg^tt^^P*-* htf. 4- (N 
-?f;t--N-lf;t-7;/) -2. 5-$?>*7l/-7- ( 

2, 4, 6- hu>^;u7x-;L.) fiy [3, 4-d] tf 
IE 1 iEtt<z>*£tt 

[0 0 15] 6. CRFg$»7^5 3-Xh!S<, 4 — ( N 
-v^?p^pfJWfjl--N-?nt:;i-7 = /) -5, 6, 
7, 8-f h7A^h'P-2->fJl/-9- (2, 4, 6- 
h U — 9 H — t° U 5 K [ 4 , 5-b] -f> 

[00 16] 7. CRFggftT^^^-Xhtf, 4— (N 
-7f^-N-lf^7?/) —2, 5— 7— ( 
2, 4, 6— h'J^fJ^i-JL-) — 7 H — fc°PP [2, 3 
— d] t"'J5y>, *<DEIUM**i3*ffi*fcl**»» 

s -aas ( i ) 

[00 17] 
[fc7] I 

J 



[0 0 18] l=«i;yS$ti-5<b-&1Sl, -?-a>E3&±Sf££*i$ 

ca«t>. r 9 i***. 7;i<*;k mpV^ >>7/. t kp 
*->1=fcii7;L-p*i/£*-f. ) £^-f 0 Gi*c^fci*N$- 
R 1 , Ufom. 7;k*;k ^^07)1^)1711^)1. -> 
^P7/^;k TVHJ^X 75/. 7iW7S/, v7 

m7;y, /\pyi/fc7;i/*;i/. 7^;k£;k 7;u=i* 
->7A+Jk th'p+'X t Kp+->7^;k 7'j— ;k 
^xP7u— ;k /\py>. xjb7th'g;k £fcfi7;i>* 

;L-^^-$-^-f 0 J IJ N R 2 R 3 (iC*. R 2 JJcfet/R? UIb] 



thealkyl, cycloalkyl alkyl , cycloalkyl, aryl, heteroaryl, 
hydroxyalkyl , the aralkyl , heteroaryl alkyl , acyl , aJkoxy 
alkyl, alkyl thioalkyl , amino alkyl , the alkyl amino alkyl , 
dialkyl amino alkyl , carboxyalkyl and alkoxy carbonyl alkyl, 
or or R2 and R3 with thenitrogen atom which it connects and is 
adjacent shows basis which formsring. ). ring A shows group 
which is displayed with Formula (V), R4 and R4 ' connecting, - 
CH=CH - CH=CH - or form - CH2 CH2 CH2 CH2 -. 



[0014] 5.CRF receptor antagonist, 4 - (N - butyl - N - ethyla 
mino ) - 2,5-di methyl - 7 - (2,4,6 - trimethyl phenyl) thieno 
[3,4 - d] pyrimidine , diabetes treatment drug which is stated 
inthe above-mentioned 1 which is a salt or a hydrate which on 
thepharmaceutical can be allowed. 

[0015] 6.CRF receiver antagonist, 4 - (N - cyclopropyl methyl 
- N - propyl amino ) - 5,6,7,8 - terra hydro - 2 - methyl - 
9 - (2,4,6 - trimethyl phenyl) - 9H tf jp9 5 K [4,5 - b] indole , 
diabetes treatment drug which is stated in above-mentioned 1 
which isa salt or a hydrate which on pharmaceutical can be 
allowed. 

[0016] 7.CRF receptor antagonist, diabetes treatment drug whic 
h is stated in above-mentioned 1 which is a salt or a hydrate 
which on 4- (N- butyl - N- emylamino)-2,5- dimethyl -7 
-(2,4,6- trimethyl phenyl>7H- pyrrolo [2, 3- d] 
pyrimidine and pharmaceutical can beallowed. 

8. General Formula (I) 

[0017] 

[Chemical Formula 7] 



[0018] Diabetes treatment drug which designates compound , p 
harmaceutically acceptable salt or hydrate which aredisplayed 
by as effective component. In above Formula, definition of 
each symbol is as follows. E shows N or C - R9 (In Formula, 
R9 shows hydrogen , alkyl , halogen , the cyano , hydroxy or 
alkoxy. ). G shows C or N. Rl shows hydrogen , alkyl , 
cycloalkyl alkyl , cycloalkyl , alkoxy ,the amino , alkyl 
amino , dialkyl amino , alkyl halide , aralkyl , alkoxy alkyl , 
the hydroxy , hydroxyalkyl , aryl , heteroaryl , halogen , 
sulfhydryl or thealkyl thio. JNR2R3 (In Formula, R2and 
R3 identical or different and respective hydrogen , shows the 

P.17 
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;u7;i^;i>. v^am*, 7';-;k ^u7>)—)i. 

t h'D^-v7WJk 7^;i^;k "NT-Q7 'J— )\>T )\>*r )\, 

. 7->;k t;u=i+->7;u+;u. 7;u^;u^*7;u*;u. 7 
7;u*;k ^;U/K+->7;u+;u. 7;u3**>*;UfK-;u7;u 

S*. R , l °(*7;i>*./k v-?P7;^;u7^+;u^fciiv-? 
P7;u+;u^^-To ) -ea^n^S^^fo SAiiTIES ( 

II) ~ (XXIII) 
[0 0 19] 



aJkyl , cycloaJkyl alkyl , cycloalkyl , aryl , heteroaryl , 
hydroxyalkyl , the aralkyl , heteroaryl alkyl , acyl , alkoxy 
alkyl , alkyl thioalkyl , amino alkyl , the alkyl amino alkyl , 
dialkyl amino alkyl , carboxyalkyl and alkoxy carbonyl alkyl, 
or or R2 and R3 with thenitrogen atom which it connects and is 
adjacent shows basis which formsring. ) or shows group which is 
displayed with theORlO (In Formula, RlO shows alkyl and 
cycloalkyl alkyl or cycloalkyl. ). As for ring A below- 
mentioned Formula (H) to (xxm) 



[0019] 
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Ubal 



[Chemical Formula 8] 




(XVI) 



Ar 

(XX) 




[0020] iz&m&zh&fa-STi-yiL^m. ^t°7V 
as^yte^eTy^Biftssr. a ri***ai±i=/\pv 

n+v7^*Jk 7;/?m, 7^*^7 5^7J^ 



[0020] Condensed thiophene ring which is displayed by, conden 
sation pyrazole ring , thecondensation pyrrole ring , 
condensation triazole ring , fused benzene ring and 
thecondensation pyridine ring , condensation pyridazine ring , 
condensation oxazine ring andthe condensation pyrazine ring 
section are displayed, identical or different substituent which on 
aromatic ring is chosen from halogen , alkyl , the alkoxy , 
alkyl halide , hydroxy , sulfhydryl , alkyl thio , hydroxyalkyl , 
the acyl , amino , alkyl amino , dialkyl amino , alkoxy alkyl , 
amino alkyl , the alkyl amino alkyl , dialkyl amino alkyl and 
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%Lte^T<)-)l$:tz\Z^j L nT<)-)l<$7Ft<, R 4 , , R 4 
RS, R6 te&tfR] [ffl-SfeliRSot, ^-ft^ft 
tKS, /\af>. 7)i*)i. v?P7;u+;k t;uzi+v, 
7v;k TU— ;k -Nf o 7 'J — ;k 7;u*;k^:i\ mp-^ 
>fb7;i>+;k t Kp+->, t Kp+->t;u+;u, 7ju=i + 

•>7Jb+;k 7^7iy7^*;k v7^*^7Sy7 
;k^;k*fcl;J:- l-n£js-f„ (v) |-fci^T, R 4 , 

R 4 ' [J^Lt. -CH = CH-CH = CH-tfcli-C 
H 2 CH 2 CH 2 CH 2 -iBfS.t&Zt&T'Z&o R 8 I* 
7km. 7)l*)l. vi?P7^7m*fcttv^P7^ 

[00 2 1 ] 9. -flSSC (I) 4<«l=S+ltB«Mbft*. * 
0) E^±fr $ $ *i « tg* fc tt-t <D*«*n? fe « ±E 8 S5i£ 0) 

«R«%*ai. ei*n G[ic^^-r 0 r' i***. i 

7;u*;k ~s o n 7 )\>* 117)1*11. ->9P7JU*;k 

p*->, 7SA 7^75^, v7m7;A nP 

y><br;u+;k 77WJk 7i^*v7Wik t kp 
t h*p+->7;i/+;u, 7'J-Jk ^xpt'J— ;k /\ 

af>, X)IZ>£ W )l,3i1-clZ7>l*)l=F*$:*t<, JI*N 
R 2 R 3 R 2 fc<fcriR3 [4H-*fcliH<Jor, * 

ft-?*^^ 7^+;k •>^P7;i-+;i'7^*;k >>5p7 
;u*;k 7U-Jk 'NfnTU-Jk t h'p*->7M;k 
77^+Jk / st-p7'J— ;k7;u+;k 7vJk 7vka+"> 
7;u+;k 7;u*;u?^-7;ix+;k 7 5y7^*;k 7;u+ 
;k7 5y7;u*;k s>7;u*;u7 5./7;u*Jk *;U/K4-*> 

f*R2 fc\fctfR3 ii|g*LTl!l«-*-4S*WTi:i: 
»Jfrf4»*ift-r. ) «AI*a (ID SfcliSC (V 

I I) T'Sl^^i.S$^-to A rl**#aUI=y\py>. 7 
;u+;k 7;up4-->, MpyMb7;u-*;k t h'p+k * 
;k7th*'j;k 7;i'*/u^5j - . t KP*->7^*ik 7->;u 
. 75/, 77U*;u7sy, 2?7;u*;kTsy, 7;k^+v 
7;u*;k 7 5/7;i'*;k 7;u+;u7s /7;u+;k v7 
;u+;k7 5 / 7;u+;kfc =fc tf- h □ b iStihS ra- *fc I* 
9Sfc4»fc*£l ~3fi*-f «A\ * L Lfc 
L^7 l J-;k*fcl*^7 1 P7 l J— ;k*^-To R 4 - R 5 - R 6 

fc\fctfR?M:H-*fcttll&oT. ap^ 
>, 7;u+;k v5P7Ji*Jk 7^3+->. 7->;k 7U 
-;k P7UHk 7^+;k^^-, Mpy><b7;u*;u 
. t h'p#k t h'p*y7^+;k 7;up+v7^+;k 
7)i*ii7 s y 7;u+;k v7;u+;k7 s / r;u*;u*fcf* 
-hPS*t„ 

[0022] io. -ass (i) A<*i=*-rnsHfl)fc^*, 

■t<DE*±ff*$*i4a*fcr*-t<D*fP*nfft4±E8IHlS 
Olgft^ll. EliN^^-To GliC^-f „ R',1**^ 
. 7)i*n, •>^P7;u+;kT;u+;k P7;u+;k 7 
;l,zi+->, 75/, 7;u+;kTS/ N v7;u+;k7S/, /\ 
py>lb7;u+;k 77^*Jk 7;u=i + ->7;u+;k t h* 

P+ik t h'P*->7^*;k 7'J— ;k ^P7'J-ik 

t\nfu. ^7th''j;k £fcl*7;k^k^:t£^-fo J 



nitro 1 to 3 it possesses Ar, or orit shows aryl or heteroaryl 
which does not possess substituent. R4 , R4 ', R5 and R.6 and 
R7 identical or different and therespective hydrogen , show 
halogen , alkyl , cycloalkyl , alkoxy , the acyl , aryl , 
heteroaryl , alkyl thio , alkyl halide , hydroxy , the 
hydroxyalkyl , alkoxy alkyl , alkyl amino alkyl , dialkyl 
amino alkyl or nitro. In addition, R4 and R4 ' connecting, - 
CH=CH - CH=CH - or can alsoform - Cffi Cffi Cffi Cffi - in 
Formula (V). R8 shows hydrogen , alkyl and cycloalkyl alkyl 
or cycloalkyl. 



[0021] Compound of range which 9. General Formula (I) shows 
next, diabetes treatment drug which isstated in above- 
mentioned 8 which is pharmaceutical ly acceptable salt or 
hydrate. E shows N. G shows C. Rl shows hydrogen , alkyl , 
cycloalkyl alkyl , cycloalkyl, alkoxy, the amino, alkyl 
amino , dialkyl amino , alkyl halide , aralkyl , alkoxy alkyl , 
the hydroxy , hydroxyalkyl , aryl , heteroaryl , halogen , 
sulfhydryl or thealkyl thio. J shows N R2 R3 (In Formula, R2 
and R3 identical or different and respective hydrogen , shows 
the alkyl , cycloalkyl alkyl , cycloalkyl , aryl , heteroaryl , 
hydroxyalkyl , the aralkyl , heteroaryl alkyl , acyl , alkoxy 
alkyl , alkyl thioalkyl , amino alkyl , the alkyl amino alkyl , 
dialkyl amino alkyl , carboxyalkyl and alkoxy carbonyl alkyl, 
or or R2 and R3 with thenitrogen atom which it connects and is 
adjacent shows basis which formsring. ). ring A shows group 
which is displayed with Formula (H) or theFormula (VH). 
identical or different substituent which on aromatic ring is 
chosen from halogen , alkyl , the alkoxy , alkyl halide , 
hydroxy , sulfhydryl , alkyl thio , hydroxyalkyl , the acyl , 
amino , alkyl amino , dialkyl amino , alkoxy alkyl , amino 
alkyl , the alkyl amino alkyl , dialkyl amino alkyl and nitro 1 
to 3 it possesses Ar, or orit shows aryl or heteroaryl which does 
not possess substituent. R4 , R5 and R6 and R7 identical or 
different and respective hydrogen ,show halogen , alkyl , 
cycloalkyl , alkoxy , acyl , aryl ,the heteroaryl , alkyl thio , 
alkyl halide , hydroxy , hydroxyalkyl , alkoxy alkyl , the 
alkyl amino alkyl , dialkyl amino alkyl or nitro. 



[0022] Compound of range which 10. General Formula (I) sho 
ws next, diabetes treatment drug which isstated in above- 
mentioned 8 which is pharmaceutically acceptable salt or 
hydrate. E shows N. G shows C. Rl shows hydrogen , alkyl , 
cycloalkyl alkyl , cycloalkyl, alkoxy, the amino, alkyl 
amino , dialkyl amino , alkyl halide , aralkyl , alkoxy alkyl , 
the hydroxy , hydroxyalkyl , aryl , heteroaryl , halogen , 
sulfhydryl or thealkyl thio. JshowsNR2R3 (In Formula, R2 
and R3 identical or different and respective hydrogen , shows 
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. *h?)x&m. 7)l*)l. v-?P7Jl>*Jk7JU*Jk v-? 
n7)l*]\,. T'J-Jk ^tPT'J-Jk t KoJfv7J^ 
;k 77Wik /stPTU— 11>711>*JI>. 7vJk 7;1>p 
*->7)l*Jl,. 711^)1^711^11. 7ZS7J15-JI'. 7 
11*117$; 7)l*)l>. V7)1*)17^>>7)1*)1. ±Jl>ft 
Jpv7;L,+;k 7 ll^^^ts )^~)\,7 I^H^t A\ £> 

m£tef$.t&&£ir;tc ) SAIisr. (V) 

-SSS^L, R 4 . R 4 ' liJSn Lt, — CH = CH — CH = 
CH-Sf=li-CH^ CH 2 CH 2 CH 2 -*Yi$L$h« 

[0 0 2 3] 11. -fiSxt (I) <D<b£tltf. 4- (N-7 
f^-N-IfJl,7Sy) -2, 5-v>T^-7- (2, 
4, 6-hU>fJ^i-W fi; [3, 4-d] tf'JS 

[0 0 2 4] 12. -flasC ( I ) (Dit^t<. 4- (N-v 
^□^□t%>^;L,-N-^Pt°;L,T5y ) -5, 6, 7, 
8-f h7A^h'P-2->fJl,-9- (2, 4, 6-MJ 
> 5^:7 x - ;W — 9 H — t° U S K [ 4 , 5 — b ] -<> K— 

[0 0 2 5] 13. -flftxT. ( 1 ) AMb^tf. 4— (N— 7 
TJL* — N — JLJ-IV7 5 ^ ) —2, 5— v>T,ll>— 7— (2, 
4, 6— h U >^;U^x — 7 H — t°P □ [2, 3 — d 

[0 0 2 6] 

[^rosjscD^sn iiiT. *%w£mm\zmw?%„ -as 
s (i) icfci+i,#se^a)^aiiWT0)Jiyr'a5-s= r 1 . 

R 9 \zH\1Z>7 1^)1 tit*? ;k x^k ^Pt°;k -fv 
^pt°;k 7T;k ^rv^T;k £2$7^,/k £3$?^ 

;k '<>fjn©Kiisi ~5<n\M.m*tz\t'Mmft<D7)i 
*n>S£^u fti-^^kMfSLi^ v^p7;^l-7^ 
+;u<!: liKm^fe 1 ~ 4 (DT;u+;kD^iiSicK^ 3 ~ 8 
tmu*Jk¥a&Lfc&ro£*u v^p^p t?;i^^;k 
v^p^t;^^ ;k v^p^^T^^T^k v^p^+v 
T;k£;!i<3*lf btLi>„ P7J^i i*v* p 7p t? 
;k v^p^T;k v^p^>T;k p^i^k 
p^^T;L,5|(7)K*lsS3~8a)^ttT;uJr;^^*-ro 

P^rvtli^ h^rv, Ihdp-X 7p*°*V. ^V^P/KJF 
v, ■JY■*^m(Dtiim®L^ ~ 4 CATSUP o 7)1* 

)i7ZJk\z*?)i. if;k ^Pt°;k ^v^Pt°;k 7 
^;k -f y7T;kfia>J5isfiiiai ~ sroiftiasfci^teiBttro 
r;u+;uStL<iiv-?p^Pt ,, ;k v-?p^^;k ->?p 

^>TJk V"?P^+v;U4't*roffi^lSS3~8(7)v-?PT^ 

ogot; 7^Jk7sy!^k tzt*.\Z* 
Tiu7S.y, ifik7s;. ^pt°;i/T£y, v^p^nt? 

;k7£y, v-?P'NJFv;k7£yl|A<^lf btL-So V7J1-+ 

;k75y <tii^^;k ifJk ^Pt°;k ^v^Pt°;k 7 



the alkyl , cycloalkyl alkyl , cycloalkyl , aryl , heteroaryl , 
hydroxyalkyl , the aralkyl , heteroaryl alkyl , acyl , alkoxy 
alkyl, alkyl thioalkyl , amino alkyl , the alkyl amino alkyl , 
dialkyl amino alkyl , carboxyalkyl and alkoxy carbonyl alkyl, 
or or R2 and R3 with thenitrogen atom which it connects and is 
adjacent shows basis which formsring. ). ring A shows group 
which is displayed with Formula (V), R4 and R4 ' connecting, - 
CH=CH - CH=CH - or form - CH2 CH2 CH2 CH2 -. 



[0023] Compound of 1 1 . General Formula (I), 4 - (N - butyl - 
N - ethylamino ) - 2,5-di methyl - 7 - (2,4,6 - trimethyl 
phenyl) thieno [3,4 - d] pyrimidine , diabetes treatment drug 
whichis stated in above-mentioned 8 which is a salt or a 
hydratewhich on pharmaceutical can be allowed. 

[0024] Compound of 12. General Formula (I), 4 - (N - cyclopr 
opyl methyl - N - propyl amino ) - 5,6,7,8 - terra hydro - 2 - 
methyl - 9 - (2,4,6 - trimethyl phenyl) - 9Ht° jpSS h* [4,5 - 
b] indole , diabetes treatment drug which is stated in above- 
mentioned 8 which is a salt or a hydrate which on 
pharmaceutical can be allowed. 

[0025] Compound of 1 3. General Formula (I), diabetes treatme 
nt drug which is stated in theabove-mentioned 8 which is a salt 
or a hydrate which on 4- (N- butyl - N- ethylamino)-2,5- 
dimethyl -7-(2,4,6- trimethyl phenyl>7H- pyrrolo [2, 
3- d] pyrimidine and pharmaceutical can be allowed. 

[0026] 

[Embodiment of Invention] Below, this invention is explained i 
n detail. Definition of each symbol in General Formula (I) is as 
follows, alkyl in Rl and R9 alkyl group of methyl , the ethyl , 
propyl , isopropyl , butyl , isobutyl , secondary butyl , the 
tertiary butyl and pentyl or other carbon number 1 to 5 
straight or branched chain condition is shown, especially methyl 
is desirable, cycloalkyl alkyl it shows those which carbon 
number 3 to 8 cyclic alkyl substitutes in end ofthe carbon 
number 1 to 4 alkyl, can list cyclopropyl methyl , cyclobutyl 
methyl, cyclopentyl methyl and cyclohexyl methyl etc. 
cycloalkyl cyclopropyl , cyclobutyl , cyclopentyl , 
cyclohexyl and cycloheptyl or other carbon number 3 to 8 
cyclic alkyl group aredisplayed. alkoxy methoxy , ethoxy, 
propoxy , isopropoxy and butoxy or other carbon number 1 
to 4 alkoxy aredisplayed. alkyl amino it shows monoalkyl 
amino group which alkyl group or cyclopropyl , cyclobutyl ,the 
cyclopentyl and cyclohexyl or other carbon number 3 to 8 
cycloalkyl group of methyl , ethyl , propyl , isopropyl ,the 
butyl and isobutyl or other carbon number 1 to 5 straight or 
branched chain condition one it has, can list for example 
methylamino ,the ethylamino , propyl amino , cyclopropyl 
amino and cyclohexyl amino etc. dialkyl amino it shows 
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*>?;k p^*v;k&£^J5fc*&3~8©v?P7Jk 
*jk»frbi^ift30-£f=fiM&37;k*JkS£2o#o 

T;k75/k N-If Jk-N-> T ^7 5^ . N-y^P's 
*->;U-N->T;U73y fti*A<*lf /\Py>ffc7 
Jk^Jkiriil ~3fi©/\PV>A<B«iLfcBifl5»1 -5 0)7 

ykJpykg^U fc.tx.ii? a p>^;k v?pp>^;k 
h^an>fjk 7;u^p>t;u> v7;Wp> t ;k h 
V?j\,*n*?)\,tj;i£ij!m\i b*i$o 7^;k+;k£: (i7 'J- 

;u4<iHMiti ~B©7;u*;n=«ftLfc*ot?*or. fc£ 
jtfiK>j/;u. 7xx;ux^;k 7i-j^pf;k 7i- 
;u7*;HMrSf. £fc7'J-;U-S&S£;fr-f£fc£;Ltf 
4->fM>vjntm*o 7;k=j*->7;k*jk£ii 

Lfct©£7FL. > h + v^TJk 2-> h + yifJk x 
h*v>T;k 2-ih*i/iT;U»4<*H'6*i*. th'P 
*v7;i-*;k>iJth'p*v>f;k t h'p+yifjk t 

h'P+v^Pt^f. ~5 07JU*;UJII=*MaiA< 

ii£-£Lfcta>£*-r 0 7'J-;Ui:liSJSs*^^Lrt J:LN7 
i-Jk 1-t7fik 2-t7f;i-f J*t. B$S.tL 

rii. /\pV>, 7;u*;k 7;upj*v, 7vik t Kp* 

75A - KP^A^If CCTs 7Jk*Jk 7 

7v^ti*7-tr : f;u, ^Pt't-Jk -oy-f 
;m$*-r 0 ^xP7 l j-;btii2-tf >jy;k 3-t?'jv 

>k 4-tr'Ji^k 2-fIZjk 3-fI-Jk 2-7'J 

;k 3-7'jJk 2-t"'j5v-;k 4 — t? 'j 5 ;u« 5 
-tf'j5v-;k e^V^jimimt. /\ny>tit7'y* 
. ^S. ll?*t„ 7;i>+;L^*,t(i>7 1 ;i^7r\ x^jl- 
T*. 7Pbf;kT*\ -fy?pem*©Dt*»i-'4tB 



[0 0 2 7] R2 fiJctfRS l=j3L>T7;i'*;k>li8S*»1 

~io, »sl< i*K*tti ~5U)iiatt*fci*»a»tt(D 
7;k*jkT?£-oT. >?;k ifjk 7ot'jk ^v^Pt° 
;k 7T;k -fv^TJk 3&2i6&7T;k 35 3»7T;k ^ 
vTyk •fv^w, W<>f/k ^+v;k ^7T;k 
. ^Tyk /-;k f->;H5«L. ifJk ^Ptf;k 
U=f- ;ns<ff£Li>. v?n7>u*;k7;u*;u£ii8UfHSi ~ 
4 ©7;u4^©3fc3ii::J£sfl3a3 ~ a ©Htt7;u*;L.tfS& L 

fct©£iSL. V^P^Pt'/I^T/k '>9n7?JI,jl?)l, 

. v^p^tji^t ;k '>^p^**>;i/J t ^;i/*A t SSH' f> 
tiSo P7Jk+jktii->^7 p^p t?;k v^p^^yk 
v-?p^>t;u. v?p^*v;u^©jfc*ffc3~8©«:K7 

Jl^L-S^f „ 7'J— JUi:li7iXjU. 1 - t7f ik 2 

-^TA^jS-fo ^xP7'j-;L.£:ii2-t° l j i?;k 3 

-tf'Ji/Jk 4-tr'JvJk 2-fIUk 3-TXX;k 
2-7'j;k 3-:7'JJk 2 - e U 5 v-;k 4-t?'J5v 
x;k. 5-fU5v-ik d^V-Jtft&F't. t h'P+i/ 
7JU*;u£lifc Ka*-»f;k t h'p+yif ;k th'p 



dialkyl amino group which two it has, identical or different alkyl 
group whichis chosen from alkyl group or cyclopropyl , 
cyclobutyl, cyclopentyl and the cyclohexyl or other carbon 
number 3 to 8 cycloalkyl group of methyl , ethyl , propyl , 
isopropyl , butyl and isobutyl or other carbon number 1 to 5 
straight or branched chain condition can list for example 
dimethylamino , diethyl amino , N - ethyl - N - methylamino 
andthe N - cyclohexyl - N - methylamino etc. alkyl halide it 
shows carbon number 1 to 5 alkyl group which halogen of 1 to 
3 substitutes,can list for example chloromethyl , dichloro 
methyl , trichloromethyl , fluoromethyl , difluoromethyl and 
the trifluoromethyl etc. aralkyl being something which aryl 
substitutes in carbon number 1 to 5 alkyl,the for example 
benzyl , phenylethyl , phenyl propyl and phenyl butyl etc are 
shown. In addition also for example 4 - methylbenzyl etc which 
possesses substituent in arylis included, alkoxy alkyl it shows 
those which carbon number 1 to 4 alkoxy substitutes in carbon 
number 1 to 4 alkyl, canlist methoxymethyl , 2 - 
methoxyethyl , ethoxyrnethyl and 2 - ethoxyethyl etc. 
hydroxyalkyl, those which such as hydroxymethyl hydroxy 
group connects to carbon number 1 to 5 alkyl group, 
hydroxyethyl and hydroxypropyl are shown, aryl phenyl , 1 - 
naphthyl and 2 - naphthyl etc which are possible topossess 
substituent are shown. As substituent, you can list halogen, 
alkyl , alkoxy , acyl ,the hydroxy , amino and nitro etc. 
Here, alkyl and alkoxy description above and are synonymous, 
the halogen fluorine , chlorine and bromine are shown, acyl 
theacetyl , propanoyl and benzoyl etc are shown, heteroaryl 

2 - pyridyl , 3 - pyridyl , 4 - pyridyl , 2 - thienyl , 3 - thienyl , 
the2 - furyl , 3 - furyl , 2 - pyrimidinyl , 4 - pyrimidinyl , 5 - 
pyrimidinyl and pyrazinyl etcare shown, halogen fluorine , 
chlorine and bromine are shown, alkyl thio methylthio , 
ethyl thio, propyl thio and isopropyl thio or other carbon 
number 1 to 4 alkyl thio are shown. 

[0027] Alkyl being alkyl of carbon number 1 to 10 and prefera 
bly carbon number 1 to 5 straight chain or branched chain in R2 
and R3, the methyl , ethyl , propyl , isopropyl , butyl , 
isobutyl , the secondary butyl , tertiary butyl , pentyl , 
isopentyl , neopentyl , hexyl , the heptyl , octyl , nonyl and 
decyl etc are displayed, the ethyl , propyl and butyl are 
desirable, cycloalkyl alkyl it shows those which carbon number 

3 to 8 cyclic alkyl substitutes in end ofthe carbon number 1 to 4 
alkyl, can list cyclopropyl methyl , cyclobutyl methyl , 
cyclopentyl methyl and cyclohexyl methyl etc. cycloalkyl 
cyclopropyl, cyclobutyl, cyclopentyl and cyclohexyl or 
other carbon number 3 to 8 cyclic alkyl group are shown, aryl 
phenyl , 1 - naphthyl and 2 - naphthyl etc are shown, 
heteroaryl 2 - pyridyl , 3 - pyridyl , 4 - pyridyl , 2 - thienyl , 3 - 
thienyl , the2 - furyl , 3 - furyl , 2 - pyrimidinyl , 4 - 
pyrimidinyl , 5 - pyrimidinyl and pyrazinyl etcare shown, 
hydroxyalkyl those which such as hydroxymethyl to carbon 
number 1 to 5 alkyl group, hydroxyethyl and hydroxypropyl 
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JWiH:iSLfct,3)T'S5ot. fcta.li'OvJk 7i- 

fc7 'J -;n=«*»**-r* 4 ^ ;u<Oi?;u*t,#*fi 
S„ ^xP7'J-;u7;u4-;i/i:i*tf'j i/;u>7-;k tf u 

Ifik 7^HTJk 7 'J ;U> ^;U. Tl-^^Wk T 
i-;n^;u*$^-r„ 7v;i/tli7-tr : f;i/. t*^-^ 

4r*>7;U*JUi:ttft*tt1 ~4<D7JU4rJU=ft*»1 ~4© 
h + viTik iUfv^fJk 2-ih + yifiH4(| 

i-f&Ju 2 -> h+i/x?- li\ 7;^;u^7t-7;u 

3-75y ^pf;m*<^if bti-So 7;u+;u75y 
7;Mr;u£(i>T ;k x^;k ^Dfjk -fy?ot?;k 7 

7mtL<B>/^P^Ptf;k >><7 □ 7>;u. v9P"< 
v^u. p/s+->;u4-<t*©KiiiiK3~8<7)v^P7;u+ 
;u£ 1 ^ftoty 7;l-+;l,7 5 y £*<tit£tt 1 ~ 5 ©7;u+ 
;n=*£Lfc*©. fc**.tf2-y^u7a/x*;u. 3- 
> ^ ;U7 tf;u. 3 -ifjk? sy^p t?;HS*t 
„ *s7)\,*)\,-rS.S7>\,*c)\,k\t*?)W iTJk 7Ptf;u 
. ^V^PtfJk << V7*;H*©KJMn ~5©£ 

«*fci*#ttMtt©7;u*JU*ti l < □ 7n t?;u. >> 
9n?Tll>. P'O'f ;k P's*-;/;!^ £*©»*» 

3~8<n*>^P7;u+;u*^ai*ih.-i)ra-*fc(*R5'67;u 
*;i<£ 2 o^oi>7;ix+;u7 s y StfJSSsiHS 1 ~ 5 ©7;Mr 

;L-Xl=$£#Lfc4>©. ^fctttf^U^y . 1-epiJi?-^ 

»H*4~6«)at»*Lfcs?7;u*;ura/»4««*»2 
~3©7;u*;i/£KfS£Lfct.©. fc.ha.ii, 2-s?>^;u 
75>'if;k 2- (n-xt ;u-n->t ;u75y ) x^ 
;u. *>;i"K**>7-Mr;u«t 
[**;utK**>/^;u. 2-*Jkf+i/if;k 3-a;U/fC* 
i/^p tf;utf©ft*»i ~3©7;u+;n=*;i/7fC+i/SA<ig 
^LfctfflSSL. 2-*;u/K*->x? L ;u^*f*LL>. 7;u 
3+i/^;U/-f?^;i/7;i/+;u<!:f*f-<n7;u+;ugs<t Lri«*fS 
1 ~3<D7;u+^^^-T'?) : t<7)-C-$)-oT> h- + v*^7f<-;u 
>^;U. 2-> h + i/*;U7Kx;u>^;u. 3-> h*v*;U 
tKxju:7p tf;k x 2-ih^> 
*;k+;_JHfJk 3 -x h*r*s±)\>ft-)Un tf;u«£* 
"To 

[0 0 2 8] *fcR,2 fc<fctfR3 A«tt^LTHttt1-«Mffi 
?fct*l=»J«-r4afcl*. 1-7v'JvA t^ijvA 
1 -t?P U ^x;k l-tf^^i/-^. 4 — >^;U— 1 — tf 
-<7V-Jk ^^Th'jytt^S-To R 2 fc<fct/R 3 , ©ilflft-£ 
fr-ttte^p tf;u<t-7p t?;k 3>;uf?>;i,. ^f^tif 



thehydroxy group connects are displayed, aralkyl being 
something which aryl substitutes in carbon number 1 to 5 alkyl, 
the for example benzyl , phenylethyl, phenyl propyl and 
phenyl butyl etc are shown. In addition also 4 - methylbenzyl 
etc which possesses substituent in arylis included, heteroaryl 
alkyl pyridyl methyl , pyridyl ethyl , fiiryl ethyl , furyl methyl , 
thienyl methyl andthe thienyl ethyl etc are shown, acyl 
acetyl , propanoyl and butyryl or other carbon number 2 to 5 
alkanoyl are shown, alkoxy alkyl it shows those which carbon 
number 1 to 4 alkoxy substitutes in carbon number 1 to 4 alkyl, 
canlist methoxymethyl , 2 - methoxyethyl , ethoxymethyl 
and 2 - ethoxyethyl etc, 2 - methoxyethyl isdesirable. alkyl 
thioalkyl it shows those which carbon number 1 to 4 alkyl thio 
substitutes in carbon number 1 to 4 alkyl, canlist methylthio 
methyl and 2 - methylthio ethyl etc. amino alkyl it shows 
those which amino substitutes in carbon number 1 to 4 alkyl, 
canlist 2 - aminoethyl and 3 - aminopropyl etc. alkyl amino 
alkyl those which monoalkyl amino group which alkyl or 
cyclopropyl , the cyclobutyl , cyclopentyl and cyclohexyl or 
other carbon number 3 to 8 cycloalkyl of methyl , ethyl , 
propyl , the isopropyl , butyl and isobutyl or other carbon 
number 1 to 5 straight or branched chain condition one it has 
connects to thecarbon number 1 to 5 alkyl. for example 2 - 
methylamino ethyl , 3 - methylamino propyl and 3 - 
ethylamino propyl etc are shown, dialkyl amino alkyl those 
which dialkyl amino group which two it has identical or 
different alkyl whichis chosen from alkyl group or cyclopropyl , 
cyclobutyl, cyclopentyl and the cyclohexyl or other carbon 
number 3 to 8 cycloalkyl of methyl , ethyl , propyl , 
isopropyl , butyl and isobutyl or other carbon number 1 to 5 
straight or branched chain condition connects to carbon number 
1 to 5 alkyl group. Or piperidino and 1 - pyrrol idinyl or other 
way 2 substituent connecting, with nitrogen atomwhich is 
adjacent those which dialkyl amino group which formed ring of 
thenumber of ring members 4 to 6 connects to carbon number 2 
to 3 alkyl group, for example 2-di methylamino ethyl , 2 - (N - 
ethyl - N - methylamino ) ethyl and 2 - piperidino ethyl etc 
are shown, carboxyalkyl those which carboxyl connects to 
carboxymethyl , 2 - carboxy ethyl andthe 3 - carboxy propyl 
or other carbon number 1 to 3 alkyl are displayed, 2 - carboxy 
ethyl is desirable. Being something which possesses carbon 
number 1 to 3 alkyl, alkoxy carbonyl alkyl as alkyl part 
itshows methoxycarbonyl methyl , 2 - methoxycarbonyl 
methyl , 3 - methoxycarbonyl propyl , ethoxy carbonyl 
methyl , 2 - ethoxy carbonyl ethyl and the3 - ethoxy carbonyl 
propyl etc. 

[0028] In addition R2 and R3 connecting, with nitrogen atom w 
hich is adjacent thering which is formed, 1 - aziridino , 
piperidino , 1 - pyrrolidinyl , 1 - piperazdnyl , the4 - methyl - 
1 - piperazinyl and morpholino etc are displayed. 
Combination of R2 and R3 propyl and propyl , butyl and 
thebutyl , butyl and ethyl , cyclopropyl methyl and propyl is 
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&tm& i~io, 4? s l < 1 ~ 5 (Dmmvtztzit'A 

\m-&OT>\,*>lT:&^T. >T;U. ifik ?Pt:>k 

y:?pt:;k 7T;k -fV^TJk ff52iji8t:?T;k ff53i|»:? 
^;k 1— ^>T;k 2— 3— ^>^;k 

>TJk ^+->;k ^f^k *?T;k y-;k x->;u* 

„ 'si UT ll^HT )\s*)lti$&m& 1 ~4<D7;U+ 
;KD*3Sl=J*5iHgt 3-8 <D5S#7;L^;i,A<S& Lfct <D£ 7F 

L, v^p^Pt°;L->T;u, v?p?^;MT;k v^pk 
>?;M?;k ->^p^+->;L->T;HIA<^(f b^i-So 

PT;L-+;L,«!:liv^P^Pt°;L- N i/^P^TJk 

S/^p^*5/;i/»a>K*»3~8a>attT;i/*;u*S 

[0 02 9] ArtteWJ-ibitt^i-Jk + 7 
?;k 2-^-7T;L-S^JIL. 7i-;UA<jfF*LL>o ^^P 

7U-;k>(*. 2-t°Uv;k 3-tfus?;k 4-t°uv;u 

, 2-TX~;k 3 -fl-Jk 2-7'j;U N 3-7U;k 
2-tf M 5i>— ;k 4-fU5y-Jk 5-tf'J5v=;k 

e7v-;^^t. a r±<oastSi=fct.>rMpy>tii 

»tt«ttr;u*;u**L. j**;u. -r v7p b?Ad«ff*LH 

piK+'ytOK** 1 ~4fl)7*a*S't*t. i\af>to 
7)\,*^)lt\Z^ ~3ffl<DMP i > , V4<«tftLfc«Jls»1 -5(0 

7;i/*;u*S^L» fcta-tf? pp>fjk i/^pp^fib 
. h'ji?pp^fik 7;u^-p>t ;k i/7;i-to^fjk 
h U 7Jki- P if #3*lf bH-So 7Jk*-;U?*£:l*> 
ifjl-ft, 7Pt>ft, -f V^Ptf;i/T** 
roaisgn -4cD7;u+;u : 3 1 ^-^^1"o t h*p+->7;u*;i' 

tl*tKP*'»^;k t KP+->if Jk t h'P*y?P 

e;nf jfcssa 1 - 5 oTii^ii&iz^mm^-B Ltz&oz 

fFt. T'sJlkteT-teTll, 7Pt?*-Jk ~J=f- ij ;m<7)J* 
H&2~5 0)7;u:*jyf ;u$*-fo 7;l-*;u75>' iii-*? 1 
;k ifjk 7Pbf;k Yv^Ptf;k 7T;k -fv?f;b 

Sflft^S 1 - 5 *TfO««*fc(*#tt«tt7;U*;U»t. L 

<i*->9P"7ptf;k i/^p^T^k ^P'Of/k 
t;l<7£^ ^Pt°;L-7 = y, v^p^pt°;u75y, 

p/s+WSy HA^If bti-So v7W7i> 

T;k ifJk ^Ptf;k -fy^Ptf;k 7^;k -fv?T 
;u^<7)«?ll$ 1 - 5 <D*asfci*#8ttl*7;i^«*> L < 
ii>>^p^pt°;k ->5P7fik ^P'^fJk ->9p 
^•>;u&t*a>«3l6»3~8<DS/^P7;u*;i/*frc>a«*i 
•&l^-*fci*l&&-&7;u*;L<S£ 2 v7;u+;l-7 5 y 
fctxfiv>T;u7 5y % iJif^sy. n — 
vu-n-^t ;u7 5y N n->9p^v;i--n->t 
;U7Sy<(4r4*»(-f6*i* Q TJl/P + i^U+JUfcttftJRtt 
1 ~4©7^^H=KKH»1 ~4 07;Un+->#S&Lfc : k 
©£^U > h + i/>T;k 2-> htvifJk x h + v 



desirable,especia]ly butyl and ethyl or cyclopropyl methyl and 
propylcombination especially is desirable, alkyl being alkyl of 
carbon number 1 to 10 and preferably carbon number 1 to 5 
straight chain or branched chain in R.8 ,R10, the methyl , ethyl 
propyl , isopropyl , butyl , isobutyl , the secondary butyl , 
tertiary butyl , 1-pentyl, 2-pentyl, 3-pentyl, neopentyl, 
thehexyl, heptyl, octyl, nonyl and decyl etc aredisplayed. 
cycloalkyl alkyl it shows those which carbon number 3 to 8 
cyclic alkyl substitutes in end ofthe carbon number 1 to 4 alkyl, 
can list cyclopropyl methyl , cyclobutyl methyl , cyclopentyl 
methyl and cyclohexyl methyl etc. cycloalkyl cyclopropyl , 
cyclobutyl, cyclopentyl and cyclohexyl or other carbon 
number 3 to 8 cyclic alkyl group are shown. 



[0029] Aryl it points to phenyl , 1 - naphthyl and 2 - naphthyl 
etc in theAr, phenyl is desirable, heteroaryl, 2 - pyridyl , 3 - 
pyridyl , 4 - pyridyl , 2 - thienyl , 3 - thienyl , the2 - furyl , 3 - 
fijryl , 2 - pyrimidinyl , 4 - pyrimidinyl , 5 - pyrimidinyl and 
pyrazinyl etcare shown, halogen fluorine , chlorine and 
bromine are shown in substituent onthe Ar. alkyl like methyl , 
ethyl , propyl and isopropyl carbon number 1 to 5 straight or 
branched chaincondition alkyl is shown, methyl and isopropyl 
are desirable, alkoxy methoxy , ethoxy , propoxy and 
isopropoxy or other carbon number 1 to 4 alkoxy are shown, 
alkyl halide it shows carbon number 1 to 5 alkyl group which 
halogen of 1 to 3 substitutes,can list for example chloromethyl , 
dichloro methyl , trichloromethyl , fluoromethyl , 
difluoromethyl and the trifluoromethyl etc. alkyl thio 
methylthio, ethyl thio, propyl thio and isopropyl thio or 
other carbon number 1 to 4 alkyl thio are shown, 
hydroxyalkyl those which such as hydroxymethyl to carbon 
number 1 to 5 alkyl group, hydroxyethyl and hydroxypropyl 
thehydroxy group connects are shown, acyl acetyl , 
propanoyl and butyryl or other carbon number 2 to 5 alkanoyl 
are shown, alkyl amino it shows monoalkyl amino group which 
straight or branched chain condition alkyl group or 
thecyclopropyl , cyclobutyl , cyclopentyl and cyclohexyl or 
other carbon number 3 to 8 cycloalkyl group to methyl , ethyl , 
the propyl , isopropyl , butyl and isobutyl or other carbon 
number 1 to 5 one it has, can listthe for example methylamino , 
ethylamino , propyl amino , cyclopropyl amino and 
cyclohexyl amino etc. dialkyl amino it shows dialkyl amino 
group which two it has, identical or different alkyl group whichis 
chosen from methyl , ethyl , propyl , isopropyl , butyl ,the 
isobutyl or other carbon number 1 to 5 straight or branched 
chain condition alkyl group or cyclopropyl , cyclobutyl , 
cyclopentyl and the cyclohexyl or other carbon number 3 to 8 
cycloalkyl group can list for example dimethylamino , diethyl 
amino , N - ethyl - N - methylamino and N - cyclohexyl- N - 
methylamino etc. alkoxy alkyl it shows those which carbon 
number 1 to 4 alkoxy substitutes in carbon number 1 to 4 alkyl, 
canlist methoxymethyl , 2 - methoxyethyl , ethoxymethyl 
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lit l*K*§$ 1 ~ 4fl)7^*JU:7 £ / LtztCDZ* 
L. 2-7^ifJk 3-7 5/^Ptf;HfA^[fb4l-S 
„ 7^7a/7J^tB>f;k ifJk ?Pt?;k 

ll«*fcf*#tt«tt7;u*;u*t. L < l**>? azf a t";k •> 
^p^t;u. y^o^^fjk P's+vJU^ifcDW^U 
3~8<d->^p7ji/+;uS£ 1 o^otyr^ws^I 
*<ft*tti ~5O>7;u*;uStzi££Lfct,0). fcfc*K2- 

>^;U7£ /XTJk 3->^;U7£/^Pt°;k 3-IT 

;U7 s / ?p *>t >\s*r>V7 £ / 7;u+;k> I* 

>T;k ifJk 7ntf;k -rv^pt°;k 7?;k -tv? 

<[Jy?P7Pfik i^PT^k i'5P'«>flk 

p >>;ufc irfflisR^St 3 ~ 8 <d is? p 7;u+;uS^t>Sii 

2-y>W5/ifik 2- (N-ifJHN->f;i- 
7£>) ifiUJ^t. 



[0 0 3 0] :HbfflIMt7'J-Jk ^xP7U-VU5 
ifcflV^+rfcrfcA r t LTI*2, 4, 6- h'J>f;i<7i-A 

. 2->f;i,-4-fy^Ptf;i,7i-;k 2, 

;U-4 — f y^P bfJI/7i-JU. 2, 6-S?>?;U-4-5/ 
>f;i/75/7i-Jk 2, 6-;>fJl»-4-i7P07i 

_jk 5-7-tz ; f-;i/T^-7x>-2 — r;k 5 — rv^Pbf 

Jkf*7i>-2--fJk 2, 4, 6- HJ^^tf'J 

-3 --Ok 2, 4, 6- h 'J > tf 'j £i?>-5 — ou 

A<4?£L<. f#l=2, 4, 6- h'J/f^i-Jk 2, 6 

-i?>T;u-4--r v^p tf;k7i -;k 2, 4, 6-h'J 
>T;Ut°'Ji?>-3— Ok 2, 4, 6- h'Jj«TJUtfU £ 
i/>-5— OU*<#SLl^ 

[003 1] R< , R4\ R5 . R6 fc<fctfR7, IZjSL^T. 

/\ny>ttt7v*. 7;u+;ktii>^ 
;k x^Jk ^Pt°;k -r v^p t°;K0J:5irK^||i ~5 

>>£P7Pt?;k v^p^T;k v^p^TJk >>£p^ 
*->;u»<o«*»3~8<Datt7;u*;uas**. 7Jkp* 

>>tl*> h*v, Ih+'y. 7 <fV7n>K*J/» 
0)91^151 ~40>7;i/3*v£*-fo 7->^tii7-tr^;k 
7n t°*-;k ^ 'J ;u»a>***2 ~ 5 ro7;u* / -ous 

jS^o 7'J— JltlJ7iZJk 1 Jk 2-±7TVU 

m^TFto ^7 L P7 l J-;utii2-t° i j v;ks 3-tf'js?;u 

, 4-lfJvJk 2-fI-Jk 3-fI-Jk 2-7'J;U 
. 3 - 7 'J ;k 2 - t° <) £ v-;k 4 — t° 'J 5 v-Jk 5 - 

tfM5i?-;k tf^-n^fSirf. 7;u+;u^7)-<t[i> : f 
jkft, i^kf*. ^Pt°;k^^r. -f v^p t^UT *3f<D 
K^isn ~4cD7^+;u : f^-^*'r» /\pyxt7;^i 

fci^.lWPP>f;k i?fPP>fJk h'J^P 

p>T;k ^kJ-p^Jk v7Mn>f;k h u 7? Jutl- 



and 2 - ethoxyethyl etc. amino alkyl it shows those which 
amino substitutes in carbon number 1 to 4 alkyl, canlist 2 - 
aminoethyl and 3 - aminopropyl etc. alkyl amino alkyl those 
which monoalkyl amino group which straight or branched chain 
condition alkyl group or thecyclopropyl , cyclobutyl , 
cyclopentyl and cyclohexyl or other carbon number 3 to 8 
cycloalkyl group to methyl , ethyl , the propyl , isopropyl , 
butyl and isobutyl or other carbon number 1 to 5 one it has 
connects tothe carbon number 1 to 5 alkyl group, for example 
2 - methylamino ethyl , 3 - methylamino propyl and 3 - 
ethylamino propyl etc are shown, dialkyl amino alkyl those 
which dialkyl amino group which two it has identical or 
different alkyl group whichis chosen from methyl , ethyl , 
propyl , isopropyl , butyl ,the isobutyl or other carbon number 
1 to 5 straight or branched chain condition alkyl group or 
cyclopropyl , cyclobutyl , cyclopentyl and the cyclohexyl or 
other carbon number 3 to 8 cycloalkyl group connects to 
carbon number 1 to 5 alkyl group, for example 2-di 
methylamino ethyl and 2 - (N - ethyl - N - methylamino ) 
ethyl etc are shown. 

[0030] 2,4,6 - trimethyl phenyl and 2 - methyl - 4 - isoprop 
yl phenyl , 2,6-di methyl - 4 - isopropyl phenyl , 2,6-di 
methyl -4-di methylamino phenyl , 2,6-di methyl - 4- 
chloro phenyl , 5 - acetyl thiophene - 2-yl , 5 - isopropyl 
thiophene - 2-yl , 2,4,6 - trimethyl pyridine - 3-yl and the2,4,6 - 
trimethyl pyrimidine - 5-yl are desirable as these substituent and 
Ar which combines thearyl and heteroaryl, especially 2,4,6 - 
trimethyl phenyl , 2,6-di methyl - 4 - isopropyl phenyl , the2, 
4,6 - trimethyl pyridine - 3-yl and 2,4,6 - trimethyl pyrimidine - 
5-yl are desirable. 



[0031] taR4, R4', R5 and R6andR7, halogen fluorine , the 
chlorine and bromine are shown, alky] like methyl , ethyl , 
propyl and isopropyl straight or branched chaincondition alkyl 
of carbon chain 1 to 5 is shown, cycloalkyl cyclopropyl , 
cyclobutyl , cyclopentyl and cyclohexyl or other carbon 
number 3 to 8 cyclic alkyl group are displayed, alkoxy 
methoxy, ethoxy, propoxy and isopropoxy or other carbon 
number 1 to 4 alkoxy are shown, acyl acetyl , propanoyl and 
butyryl or other carbon number 2 to 5 alkanoyl are shown, 
aryl phenyl , 1 - naphthyl and 2 - naphthyl etc are shown, 
heteroaryl 2 - pyridyl , 3 - pyridyl , 4 - pyridyl , 2 - thienyl , 3 - 
thienyl , the2 - furyl , 3 - fUryl , 2 - pyrimidinyl , 4 - 
pyrimidinyl , 5 - pyrimidinyl and pyrazinyl etcare shown, 
alkyl thio methylthio , ethyl thio, propyl thio and isopropyl 
thio or other carbon number 1 to 4 alkyl thio are shown, alkyl 
halide it shows carbon number 1 to 5 alkyl group which halogen 
of 1 to 3 substitutes,can list for example chloromethyl , 
dichloro methyl , trichloromethyl , fluoromethyl , 
difluoromethyl and the trifluoromethyl etc. hydroxyalkyl 
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^rv^TJk 2-th'P + vifJk 3-tKa + ->^Pt° 
1 ~ 5 <7)7^*;i/Sl~*6£SA<li££ Lfc 

HS1 ~4<7>7;i>3*v;b<S&L*:t<7)£jf<U * h + v^^ 
Jk 2-J>< h + V-I^Jk Ih + V^TJk 2-Ih + vI 

t iiZttfmn hH&„ 7;i>+;k7 a / 7;i>*;k> it* t ;k 
if;k :7Pt°;k -ry^ptrjk ^TJk -< 7 7"T ji>^<7) 

emus 1 ~ 5 0w.mztziz / A&m#j')i>*H'&t, L<i*i/t 

p7pt°;k v^p^t;!/. v^P'^fik v^n^+v 

)\,*)\,7 5 y SA<KHSt 1 ~ 5 <J)7)l*)imz$&-£ Ltz & <7) 

;k 3-if^75/' ^p t°;^5^-r 0 v7;u*;i>7 5/ 
7)i>*-ii>klt* ^k ifik ?ntfjk 'TV^Pt°;u s 7 

;u+;uStL <!*•>"? Q7ntf;k v^n?fjk i^p* 
>TVk v^P^+v-/U^i:a)K^I»3~8(7)v^P7^Jr 

7;k^l>7 5 J &tfmm& 1 ~ 5 <J)7)l^)l&\Z^ Ltz & 

(7), fc<txi*2-i;yT;L,75yiT;k 2- (n-it;u 



[0032] *nm\z&i\Tmm±ft®Loz>t&tizi£M. 

IfbiiSo Jbl:, 7KfO* 2*ffi«j. 1/2* 

zf-x l**«*MHP*#fc**l=tt. 7-lr5iS***fctt5fc 
^;S14#<!:LTffll^::i:A<T-^ S&l=ifrft< i4,2fla> 

*«iwottHi*i»**B'r>x'j>tt#a!. -ox 

-S, mmt LTffl^-SJi^-liCR Fgg(*7^'5'P"-X h£ 
fcli-flSS: (I) <D<fc£%£5lSiJ±lf'§Lda£t* (BtJKS<J 
. <6£*J, fflSfll. Wftffl. MAffl* ?L<fc#J&£f) . «R*<J 

ttffl, BAM. BSSSK aWffl. xtf 

>17 y * v 0 AO) J: 3 £,* ;R^J^/ < 7 * V 11 1* >S 
7Xa;Utf>H. «-ha7iP-Jk vX 

ftffll** 6I=x>t 'J f^a—r-f ^y**iT*5t**i4 = 

ma. vP7m saw, B.fc»&*#*tf&*i 



those which such as hydroxymethyl to carbon number 1 to 5 
alkyl group, 2 - hydroxyethyl and 3 - hydroxypropyl 
thehydroxy group connects are displayed, alkoxy alkyl it 
shows those which carbon number 1 to 4 alkoxy substitutes in 
carbon number 1 to 4 alkyl, canlist methoxymethyl , 2 - 
methoxyethyl , ethoxymethyl and 2 - ethoxyethyl etc. alkyl 
amino alkyl thing for example 2 - methylamino ethyl which 
monoalkyl amino group which methyl , ethyl ,the propyl , 
isopropyl , butyl , isobutyl or other carbon number 1 to 5 
straight or branched chain condition alkyl group or 
thecyclopropyl , cyclobutyl , cyclopentyl and cyclohexyl or 
other carbon number 3 to 8 cycloalkyl group one it has 
connects tothe carbon number 1 to 5 alkyl group, 3 - 
methylamino propyl and 3 - ethylamino propyl etc are shown, 
dialkyl amino alkyl those which dialkyl amino group which two 
it has identical or different alkyl group whichis chosen from 
methyl , ethyl , propyl , isopropyl , butyl ,the isobutyl or 
other carbon number 1 to 5 straight or branched chain 
condition alkyl group or cyclopropyl , cyclobutyl , 
cyclopentyl and the cyclohexyl or other carbon number 3 to 8 
cycloalkyl group connects to carbon number 1 to 5 alkyl group, 
for example 2-di methylamino ethyl and 2 - (N - ethyl - N - 
methylamino ) ethyl etc are shown. 

[0032] Regarding to this invention, acceptable salt on pharmac 
euticalsalt of hydrochloric acid , the hydrobromic acid , 
sulfuric acid and nitric acid or other inorganic acid, it can 
increase salt of the acetic acid , maleic acid , citric acid , 
tartaric acid and fumaric acid or other organic acid. 
Furthermore, also hydrate (Such as monohydrate , dihydrate , 
1/ dihydrate and trihydrate ) is included. In addition when CRF 
receptor antagonist includes asymmetric atom, be able to use, as 
the racemic mixture or optical isomer when furthermore it 
possesses asymmetric atom of theat least two, also individual 
diastereomer or mixture of those is included. In addition this 
invention includes also configurational isomer. You can use 
diabetes therapeutic of this invention for treatment of each 
diabetes ofinsulin dependence type and insulin non- dependence 
type. When it uses, as pharmaceutical acceptable support on 
formulation (Such as excipient, binder, disintegrating agent , 
flavoring, corrective and emu lsifier ), combining 
thecompound of CRF receptor antagonist or General Formula 
(I) with diluent and solubilizer , etcfollowing pharmaceutical 
composition which is acquired to conventional method, 
formulating doing,the tablets , capsules , granule , powder , 
syrup, suspension , the solution agent , injectable, drip and 
depot agent which are acquired, itcan prescribe to oral or 
parenteral with suppository or other form. When tablets is 
used because of oral dosage, there is a sucrose , a lactose , a 
manitol , a maltitol , a dextran and a corn starch etc in 
support whichthe usually, is used, lubricant and paraben and 
Sovietruby or other preservative in addition usually like 



ISTA's Paterra(tm), Version 1 .5 (There may be errors in the above translation. ISTA cannot 

be held liable for any detriment from its use. WWW: http://www.intlscience.com Tel:800^30-5727) 



P.26 



JP OO03835OA Machine Translation 



S fc liSlft^J £ »□ * T £ <fc L \ 



[0033] fiTaw. HMSi*ja». csaflaw. msaa 

j85S<OpH£aai=MHlL. 8ff Sl**:<Z>*Xa LTfflSit 
*L4tOtLTI*. iSB*. <)y?>\,fc. 

ztiftt-c*, tan a ©IS-^SiiUfc-S 4«. fc-t^iiSPW 

r=(**tjO. 0 1~300mg/A/B. »*L<I*«*)0. 1 
~1 0 0mg/A/BS4SH. *fc3f«Pttl=l*fiT. # 
ffltfl, ffifcrt^fcfiEBftfllcftO. 1~50mg/A/B, 
Jf*L<li0. 0 1 ~ 1 Omg/A/BlS-^Sft&o LfrL 

swwil * 

1 BOiai=*iH]i=»i+Tfi5ctt.T»#s. **fla>&«M 
©*S!l«»t LTttffl-T6-i:6*-p#Sl!(riE-«a (I) t? 



[0 0 3 4] 



4- (N-^^;U-N-X^JUT£y ) -6-9PP-2- 
>^;u-8- (2, 4, 6- h <J >^JU7i-;U) y 



magnesium stearate, it can add ascorbic acid ,the a-tocopherol , 
cysteine or other antioxidant , disintegrating agent and binder 
etc. tablets can also be produced furthermore tx jp9 -o 
Lycium chinense Mill- tii^ being done. When oral dosage 
it does as capsule, effective diluent is lactose and thedried com 
starch. As for liquid for oral use, you can list syrup, 
suspension , the solution agent and emulsifier , etc as for those 
with this said field you are possibleto include inert diluent and 
for example water which general/universalpopular use you can 
be. In addition these including sweetening agent and and/or 
flavor agent are good. 

[0033] Subcutaneous injection , intravenous injection , intram 
uscular injection , in case of intraperitoneal injection or drop 
methodor other parenteral administration usually, you adjust pH 
of active ingredient solution suitably, after buffthe sterilization 
doing, you manufacture. You can list distilled water , Ringer's 
solution and isotonic saline etc as vehicle orthe solvent which 
can use as is permitted. You adjust total concentration of solute 
in intravenous injection use, solution that try itis isotonic, 
suppository, drug and suitable nonstimulus characteristic 
assistant shapeagent , with ambient temperature such as for 
example cocoa butter and polyethylene glycol it is a solid,but 
with temperature of bowel with liquid, it melts with the 
intrarectal, mixing with those etc which discharge drug, it 
canproduce. As for compound , optical isomer or acceptable 
salt on pharmaceutical which bookparticularly are stated, it can 
use safely with low toxicity, doseof 1 day differs, but 
approximately 0.0 1 to 300 mg/person /day , preferably 
approximatelyO. 1 to 1 00 mg/person /day it is prescribed by for 
example oral , in addition approximately 0. 1 to 50 mg/person 
/day ,the preferably 0.01 to 10 mg/person /day is prescribed to 
subcutaneous , intravenous , percutaneous administration or 
theintrarectal to parenteral . But, above-mentioned dose it is 
necessary time, to deviate,the dose is decided those or 
considering other factor age and body weight , dosage time, 
according to extent of disease condition ofcombination and 
patient of administration method and drug. In case of a 
certain although sufficient remedial effect can be acquired at 
littlequantity in comparison with above-mentioned smallest 
amount theabove-mentioned maximum amount must be 
exceeded in other case, when, it is. In addition, dosage can also 
do dividing into several times between thel day. You can list 
for example following ones as active ingredient of therapeutic 
of the this invention as compound which is displayed with 
aforementioned General Formula ©which you can use. 

[0034] Compound 1 

4 - (N - butyl - N - ethylamino ) - 6-chloro - 2 - methyl - 
8 - (2,4,6 - trimethyl phenyl) quinazoline , 



-NMR (CDC l 



lH-nmr (CDCl3):S= 1 .00(3H,t), 1 .37(3 H,t), 1 .40(2H,m), 1 .79(2 
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1 . 3 7 (3 H. t), 1 . 4 0 (2 H, m) , 1 . 7 9 ( 
2H, m) , 1. 92 (6H, s) , 2. 36 (3H, s) 
, 2. 45 (3H, s) , 3. 62 (2H, t) , 3. 72 
(2H, dd) , 6. 96 (2H, s) , 7. 37 (1H, 
d), 7. 82 (1H, d) 

itiS®2 | 

4- (N-^fJb-N-lf^TS^) - 6 P P- 8 - 
(2, 4, 6-h'J>fJl,7i-W *-*-Vnj>- 1git& 
■ 1#fTJ«U H6£1 3 5- 1 3 8°C 

4- (N-?f;b-N-lf^75>) -6-^PP-2- 
x^;u-8- (2. 4, 6- h U >fil7i-W *^7'J 



<b^«J4| 

4- (N-^JU-N-I^UTSy) -2, 5 

-8- (2, 4, 6- h 'J>f;b7i-W WJV.a 

,§58-6 1 °C 

it ^5 

4-t'T. (2-> h*yif/W 75^-2, 5-v^;U 
-8- (2, 4, 6- h'J>f^7i-Jl-) *+r/'Jl/. » 
,§9 7-1 0 0°C 

[0 0 3 5] lb£$l6 

4- (N-^f^-N-if;i/75y) -2->t JI/-8- 
(2. 4, 6- h'j>^;u7i-;u) *^-vu>. »jS7 0 

-7 2°C| 
fc£tS3 7 | 

6-9PD-2->fiH4-t , '! | Jy>'-8 - (2, 4, 
6- h'J>fWi-W 4vf" HjS1 3 8-1 4 2 

°C 

4- (N-7=f-lU-N-Jl=f-Jl7S.; ) -6-5PP-2- 
>^;U-8-7i-;b*-*-7'J>. St£7 4-7 5°C 

4- (N-^TJl,-N-if;i/7S/) -6-5PP-2- 
>^;U-8- (2->fjl7i-A) 4r^-7'J>. I 

'H-NMR (CDCI 3 ) : (5=1. 00 (3H, t), 
1 . 3 5 (3 H, t), 1 . 4 4 (2 H, m) , 1 . 7 8 ( 
2H, m) , 2. 21 (3H, s) , 2. 48 (3H, s) 



H,m),1.92(6H,s),2.36(3H,s),2.45(3H,s),3.62(2H,t),3.72(2H,dd), 
6.96(2H,s),7.37(lH,d),7.82(lH,d) 



Compound 2 

4 - (N - butyl - N - ethylamino ) - 6-chloro - 8 - (2,4,6 - tri 
methyl phenyl) quinazoline * primary salt acid salt * 
monohydrate , melting point 135 - 138 °C 

Compound 3 

4 - (N - butyl - N - ethylamino ) - 6-chloro - 2 - ethyl - 8 - 
(2,4,6 - trimethyl phenyl) quinazoline 



Compound 4 

4 - (N - butyl - N - ethylamino ) - 2,5-di methyl - 8 - (2,4, 
6 - trimethyl phenyl) quinazoline , melting point 58 - 61 °C 

Compound 5 

4 - bis (2 - methoxyethyl) amino - 2,5-di methyl - 8 - (2,4, 
6 - trimethyl phenyl) quinazoline , melting point 97-100 °C 



[0035] Compound 6 

4- (N- butyl -N -ethylamino) - 2 - methyl - 8 - (2,4,6 - 
trimethyl phenyl) quinazoline , melting point 70 - 72 °C 



Compound 7 

6-chloro - 2 - methyl - 4 - piperidino - 8 - (2,4,6 - trimet 
hyl phenyl) quinazoline , melting point 138 - 142 °C 



Compound 8 

4 - (N - butyl - N - ethylamino ) - 6-chloro - 2 - methyl - 
8 - phenyl quinazoline , melting point 74 - 75 °C 

Compound 9 

4 - (N - butyl - N - ethylamino ) - 6-chloro - 2 - methyl - 
8 - (2 - methylphenyl) quinazoline , 

lH-nmr (CDCl3):S=l .00(3H,t), 1.35(3H,t), 1 .44(2H,m), 1 -78(2 
H,m),2.21(3H,s),2.48(3H,s),3.63(2H,t),3.72(2H,dd),7.29(4H, 
m),7.48(lH,s),7.83(lH,s) 
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, 3. 63 (2H, t), 3. 7 2 (2H, dd), 7. 2 
9 (4 H, m) , 7. 4 8 ( 1 H, s) . 7. 8 3 ( 1 H, 

s) 

1 0 Compound 10 

4- (N-7f;i/-N-if^75^) -6-9PP-2- 4 - (N - butyl - N - ethylamino )- 6-chloro - 2 - methyl - 
*?)i,-8- (2, 4-v^W7i-;H ^l/'J^, 8 - (2,4-di methylphenyl) quinazoline , 

iH-NMR(CDCI 3 ) : 6= 1 . 0 0 ( 3 H, t), lH-ninr(CDCl3):5=1.00(3H,t),1.39(3H,t),1.43(2Itm),1.78(2 

1.39(3H. t), 1.43 (2H, m), 1.78 ( H,m),2.05(3H,s),2.39(3H,s),2.49(3H,s),3.62(2H,t),3.71(2H,dd), 

2H, m) , 2. 05 (3H, s) , 2. 39 (3H, s) 7.09(3H,m),7.47(lH,d),7.83(lH,d) 
, 2. 49 (3H, s), 3. 62 (2H, t), 3. 71 
(2H, dd) , 7. 09 (3H, m) , 7. 47 (1H, 
d) . 7. 8 3 ( 1 H, d) 

[0 0 3 6] itS® 1 1 [0036] Compound 11 

4- (N-m-N-iWS^) -6-?pp-2- 4- (N -butyl -N- ethylamino) -6-chloro -2 -methyl - 

8- (4-9PP-2-yWi-Jl) *:f-V"J 8- (4-chloro -2 -methylphenyl) quinazoline, 



'H-NMR (CDCI 3 ) :<5 = 0. 9 8 (3 H, t), 
1.34(31-1, t), 1 . 4 2 (2 H. m) , 1 . 7 7 ( 
2H, m) . 2. 04 (3H, s) , 2. 45 (3H, s) 
. 3. 6 0 (2 H, t ) . 3. 6 9 (2 H, d d) , 7. 1 
4 (1 H, d) , 7. 23 (2H. m) , 7. 42 (1 H, 
s) , 7. 8 2 ( 1 H, s) 

<b£& 1 2 

4- (N-^-N-IW7S>) -6-?OQ-2- 
jt?il>-8- (2. 6-;^fJl7i-Jl) +^-VU>, 

1H-NMR (CDC I 3 ) :<5=1. 01 (3H, t, J 
= 7. 3 H z) , 1. 38 (3H, t, J = 6. 8H z) , 
1. 44 (2H, m) . 1. 87 (2H, m) , 2. 05 ( 
6 H, s) . 2. 44 (3 H. s) , 3. 6 3 (2 H, t , 
J = 7. 8Hz), 3. 71 (2H, m). 7. 13 (2H 
, d), 7. 22 (1H, m), 7. 38 (1H, d), 7 
. 8 4 (1 H, d) | 

1 3 

4- (N-^>v;i/-N-^P t°;UT5y) -6-^PP- 
2-^^11-8- (2, 4, 6- r-'J>^;l,7i-;U) 
»jSl 2 9-1 3 0°C 

1 4 

4-fX (2-> h + i/i^U) T5y-6-^PP-2- 
>^;l/-8- (2, 4, 6- h U ^f;i/7i-JH +±l/'J 



'H-NMR (CDC I 3 ) : 8= 1 . 89 (6H, s), 



iH-nmr (CDCl3):5=0.98(3H,t), 1 .34(3H,t), l .42(2Hm), 1 .77(2 

H,m),2.04(3H,s),2.45(3H,s),3.60(2H,t),3.69(2H,dd),7.14(lH,d), 

7.23(2H,m),7.42(lH,s),7.82(lH,s) 



Compound 12 

4 - (N - butyl - N - ethylamino ) - 6-chloro - 2 - methyl - 
8 - (2,6-di methylphenyl) quinazoline , 

lH-nmr(CDCl3):5=1.01(3H,t,J=7.3 Hz),1.38(3H,t,J=6.8 Hz), 
1 .44(2H,m), 1 .87(2H,m),2.05(6H,s),2.44(3H,s),3.63(2H,t,J=7.8 
Hz) ) 3.71(2Hm),7.13(2H,d),7.22(lH,m),7.38(lH,d),7.84(lH,d) 



Compound 13 

4- (N - benzyl - N - propyl amino ) - 6-chloro - 2 - methy 
1 - 8 - (2,4,6 - trimethyl phenyl) quinazoline , melting point 
129-130 °C 

Compound 14 

4 - bis (2 - methoxyethyl) amino - 6-chloro - 2 - methyl - 
8 - (2,4,6 - trimethyl phenyl) quinazoline , 

IH-nmr (CDCl3):S=l ,89(6H,s),2.34(3H,s),2.43(3H,s),3.40(6 
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2 34 (3H, s), 2. 43 (3H, s), 3. 40 ( 
6H, s) , 3. 76 (4H, t, J = 5. 4Hz), 3. 
91 (4H, t, J=5. 4Hz), 6. 94 (2H, s) 

, 7. 37 (1H, s), 8. 24 (1H, d, J = 2. 4 
Hz) 

it£® 1 5 

6-?PP-2->^;U-4- z E;U*'J/'-8- (2, 4, 
B-h'J^fJ^i-JW +±VU>. MS,£2 03-2 05 

°c 

[0 0 3 7] 1 6 

6-?pp-4- (n-v^p^p t°;u> ^;l>-n-:/p t° 
jb7;y) -2-y ^;u-8- (2, 4, 6-m.mt;u7 

'H-NMR (CDCI3) : 5 = 0. 29 (2H, m), 

0. 6 1 (2 H, m) , 0. 9 9 (3 H, t), 1 . 2 6 ( 
1 H, m) , 1 . 8 4 (2 H, m) , 1 . 9 2 (6 H. s) 

, 2. 36 (3H, s), 2. 46 (3H, s), 3. 55 
(2 H, d) , 3. 7 0 (2 H, t ) , 6. 9 6 (2 H, s 
), 7. 38 (1H, s), 7. 99 (1H, s) 

<b£& 1 7 

6-'?PP-4-IfJL75/'-2->f;b-8 - (2, 4 
, 6-h'J>Wi-Jl,) ^±V'J>, »jS2 5 1-2S 
2°C 

<t£!& 1 8 

6-9PP-4-;iW75y-2->fJl--8- (2, 
4, 6-h'J^fJb7i-W *±7'J>, 3 7-1 

3 8°C 

it-StVl 1 9 

4- (N-m-N-lf;b7S/) -6-?PP-8- 
-8 8°C| 
1t£#>2 0 

4- (N-^T^U-N-I^T'S/') -6-^PP-2- 

>^;u-8- (4-> h+v^i-;u) +^-yu>, 

'H-NMR (CDC l 3 ) : 5 = 0. 9 9 (3 H, t), 

1. 35(31-1, t), 1 . 4 2 (2 H, m) , 1 . 7 7 ( 
2H, m), 2. 56 (3H, s), 3. 61 (2H, t) 

, 3. 6 8 (2 H, d d) , 3. 8 8 (3 H, s) , 7. 0 
0 (2 H, d) , 7. 6 2 (1 H, s) , 7. 6 8 (2 H, 
d), 7. 77 (1H, s) 

[0 0 3 8] \t^2 1 



H,s),3.76(4H,t,J=5.4 Hz),3.91(4H,t,J=5.4 Hz),6.94(2H,s),7. 
37(lH,s),8.24(lH,d,J=2.4 Hz) 



Compound 15 

6-chloro - 2 - methyl - 4 - morpholino - 8 - (2,4,6 - trime 
thy] phenyl) quinazoline , melting point 203 - 205 °C 

[0037] Compound 16 

6-chloro - 4 - (N - cyclopropyl methyl - N - propyl amino 
) - 2 - methyl - 8 - (2,4,6 - trimethyl phenyl) quinazoline , 

lH-nmr (CDCl3):o=0.29(2H,m),0.6 1 (2H,m),0.99(3H,t), 1 -26( 
lH,m),l .84(2H,m),l .92(6H,s),2.36(3H,s),2.46(3H,s),3.55(2H, 
d),3.70(2H,t),6.96(2H,s),7.38(lH,s),7.99(lH,s) 



Compound 17 

6-chloro - 4 - ethylamino - 2 - methyl - 8 - (2,4,6 - trime 
thyl phenyl) quinazoline , melting point 25 1 - 252 °C 

Compound 1 8 

6-chloro - 4-di ethylamino - 2 - methyl - 8 - (2,4,6 - trim 
ethyl phenyl) quinazoline , melting point 137 - 138 °C 

Compound 19 

4 - (N - butyl - N - ethylamino ) - 6-chloro - 8 - (2-chloro 
phenyl) - 2 - methyl quinazoline , melting point 87 - 88 °C 

Compound 20 

4 - (N - butyl - N - ethylamino ) - 6-chloro - 2 - methyl - 
8 - (4 - methoxyphenyl) quinazoline , 

lH-nmr (CDCl3):6=0.99(3H,t), 1 .35(3H,t), 1 .42(2H,m), 1 -77(2 

H,m),2.56(3H,s),3.61(2H,t),3.68(2H,dd),3.88(3H,s),7.00(2H,d), 

7.62(lH,s),7.68(2H,d),7.77(lH,s) 



[0038] Compound 21 
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4- (N-?Til/-N-lf^7;/') -6-2PP-8- 
(2, 4-y> h*v7i-W -2->T;U+-^yiJ>, 

'H-NMR (DMSO-d 6 ) : «S = 0 . 94 (3H, t 
, J = 7. 3Hz), 1. 28 (3H, t, J = 6. 9Hz 
) , 1 . 30—1. 41 (2H, m) , 1 . 7 6 (2 H, t 
t, J = 7. 5, 7. 8Hz), 2. 34 (3H, s) , 3 
. 59 (2H, t, J = 7. 8Hz), 3. 65 (3H, s 
), 3. 68 (2 H, q, J = 6. 8Hz), 3. 81 (3 
H, s), 6. 59 (1H, dd, J = 6. 3, 1. 9Hz 
) , 6. 6 6 (1 H, d, J = 2. OHz) , 7. 13(1 

H, d, J = 8. 3Hz) , 7. 54 (1H, d, J = 2. 
OHz), 7. 7 9 (1 H, d, J=2. OHz) | 

lb£t&2 2 

4- (N-7'fit'-N-lf^7S/') -6-?PP-8- 

(4— < v7p t'j^i-;W -2->^;u+±VU>. 

'H-NMR (CDCI 3 ) : «5 = 1 . 0 0 (3 H, t), 

I. 35 ( 1 1 H, m) , 1. 78 (2H, m), 2. 56 
(3 H, s) , 2. 9 9 ( 1 H, m) , 3. 6 1 (2 H, t 

) , 3. 70 (2H, dd) , 7. 32 (2H, d) , 7. 
6 4 ( 1 H, s) , 7. 6 5 (2 H, d) , 7. 7 8 ( 1 H 
, s) 

lb£t&2 3 

4- (N-^-N-IWS^) -6-?PP-8- 

'H-NMR (COCI 3 ) :tf=1. 00 (3H, t, J 
= 7. 3Hz), 1. 36 (3H, t, J = 6. 8Hz), 
1. 41 (2H, q, J=7. 3Hz), 1. 77 (2H, 
m) , 2. 54 (3H, s) , 3. 61 (2H, t, J = 7 
. 9Hz), 3. 70 (2H, dd, J = 7. 3Hz, J = 
14. 1Hz), 7. 42 (2H, d, J =8. 8Hz), 
7. 61 (1H, d, J = 2. 5Hz), 7. 6 5 (2 H, 
d, J=8. 8Hz), 7. 81 (1H, d, J = 2. 5H 
z) 

4- (N-7"fJl/-N-lf;i-7;/) -2, 5-v^T^ 
-7- (2. 4, 6-hU^f^7i-JH -=f-JLJ [3, 
4 - d ] f'JSvX §4,-51 0 5- 1 0 7 °C 

lb-&&2 5 

4-t*X (2->h + yIfJW 75^-2, 5-v>^;l/ 
-7- (2, 4, 6-H'J>f;l7i-Jl) ^X^ [3, 4 
- d ] tr U £ MjS9 0 - 9 1 1 



4 - (N - butyl - N - ethylamino ) - 6-chloro - 8 - (2,4-di me 
thoxyphenyl) - 2 - methyl quinazoline , 

lH-nmr (DMSO-d6):5=0.94(3H,t,J=7.3 Hz),1.28(3H,t,J=6.9 
Hz),1.30 - 1.41(2H,m),1.76(2H,tt,J=7.5,7.8 Hz),2.34(3H,s),3. 
59(2H,t,J=7.8 Hz),3.65(3H,s),3.68(2H,q,J=6.8 Hz), 3. 81 (3 H,s), 
6.59(lH,dd,J^6.3,1.9 Hz),6.66(lH,d,J=2.0 Hz),7.13(lH,d,J=8.3 
Hz),7.54(lH,d,J=2.0 Hz),7.79(lH,d,J=2.0 Hz) 



Compound 22 

4 - (N - butyl - N - ethylamino ) - 6-chloro - 8 - (4 - isopro 
pyl phenyl) - 2 - methyl quinazoline , 

lH-nmr (CDCl3):5=l .00(3H,t), 1 .35(1 lH,m),l .78(2H,m),2.5 
6{3H,s),2.99( 1 H,m),3 .6 1 (2H,t),3.70(2H,dd),7.32(2H,d),7. 
64(lH,s),7.65(2H,d),7.78(lH,s) 



Compound 23 

4 - (N - butyl - N - ethylamino ) - 6-chloro - 8 - (4-chloro 
phenyl) - 2 - methyl quinazoline , 

lH-nmr(CDCl3):S=1.00(3Ht,J=7.3 Hz),1.36(3H,t,J=6.8 Hz), 
1.41(2Hq J J=7.3Hz),1.77(2H,m),2.54(3H ! s),3.61(2H,t,J=7.9 
Hz),3.70(2H,dd,J=7.3 Hz,J=14.1 Hz),7.42(2H,d,J=8.8 Hz),7. 
61(lH,d,J=2.5 Hz),7.65(2H,d,J=8.8 Hz),7.81(lH,d,J=2.5 Hz) 



Compound 24 

4- (N- butyl -N- ethylamino) - 2,5-di methyl - 7 - (2,4, 
6 - trimethyl phenyl) - thieno (3,4 -d) pyrimidine, melting 
point 105 - 107 °C 

Compound 25 

4 - bis (2 - methoxyethyl) amino - 2,5-di methyl - 7 - (2,4, 
6 - trimethyl phenyl) thieno (3,4 -d) pyrimidine, melting 
point 90 -91 °C 
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[0 0 3 9] it^2 6 

(2, 4, 6-h'J>f^7i-W 
7U HjS7 5-7 7°C 

2 7 

4- (N-v^P^Ptr^T^-N-^Pt^TSy) - 
2->T^-8- (2, 4, 6- hU*T;i/fcf'J 5 i»-5 

fc-&&|2 8 

4- (N-^-N-IfJb75y) -2->^U-8- 
(2. 4, 6-hU^fjHfiJSy^-5-<W +^'/'J 



fc£*J 2 9 

4- (N-^-N-IfJb7s/) -2->T^-8- 
(2, 4, 6 — h 'J > TJHf U \s*y — 3—4 )l) 



1b£$l3 0 

4- (N-'y^P^Ofj^fJb-N-^Pejl-TSy) - 
2->TJU-8- (2, 4, 6- MJ**;Hf U2?>-3- 

[0 0 4 0] <t-&«B3 1 

2-75^-4- (N->9P^P fcf;U> T/U-N-T/P tf 
;U75y) -8- (2, 4, 6-h'J>fJ^i-W 

<b£$l3 2 

4-t'X (2-> h+vIfJH 7£>-2-;«*;i/-B- 

(2, 4, 6-hu>fj^i-w +^-yu> 

fc^*3 3 

4-y^Pb , JL.75y-2->fJl/-8- (2, 4, 6-h 
1b-&^3 4 

4-v^ : f;l/7'£y'-2->^;L,-8- (2, 4, 6 — h 'J 

<b-£«j3 5 

4- (N-v?P7"Pt';Wf;b-N-^Ot'jl,7;>) - 
2, 5-v^ : f;i/-7- (2, 4, 6-h'J^f;i.7i-^ 



[0039] Compound 26 

4 - (N - cyclopropy] methyl - N - propyl amino ) - 2 - meth 
yl - 8 - (2,4,6 - trimethyl phenyl) quinazoline , melting point 
75-77 °C 

Compound 27 

4- (N - cyclopropyl methyl - N - propyl amino ) -2 -meth 
yl - 8 - (2,4,6 - trimethyl pyrimidine - 5-yl) quinazoline 



Compound 28 

4- (N -butyl -N-ethylamino) - 2 - methyl - 8 - (2,4,6 - 
trimethyl pyrimidine - 5-yl) quinazoline 



Compound 29 

4- (N- butyl -N-ethylamino) - 2 - methyl - 8 - (2,4,6 - 
trimethyl pyridine - 3-yl) quinazoline 

Compound 30 

4 - (N - cyclopropyl methyl - N - propyl amino ) - 2 - meth 
yl - 8 - (2,4,6 - trimethyl pyridine - 3-yl) quinazoline 



[0040] Compound 31 

2 - amino - 4 - (N - cyclopropyl methyl - N - propyl amino 
) - 8 - (2,4,6 - trimethyl phenyl) quinazoline 



Compound 32 

4 - bis (2 - methoxyethyl) amino - 2 - methyl - 8 - (2,4,6 - 
trimethyl phenyl) quinazoline 

Compound 33 

4-di propyl amino - 2 - methyl - 8 - (2,4,6 - trimethyl phen 
yl) quinazoline 

Compound 34 

4-di butyl amino - 2 - methyl - 8 - (2,4,6 - trimethyl phenyl 
) quinazoline 

Compound 35 

4 - (N - cyclopropyl methyl - N - propyl amino ) - 2,5-di me 
thyl - 7 - (2,4,6 - trimethyl phenyl) thieno (3,4 - d) 
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) fi; [3, 4-d] tf'J ;v> 
[0041] ■ft-g'^I 3 6 

4- (N-^fji-N-if iirsy) -2->t;u-7- 

(2, 4, 6- h U >f^7i- fi; [3, 4-d] 
f'JSv> • 3/2 nilW.^ MjS1 8 4— 1 8 6°C (» 
S) 

lb##|3 7 

4- (N-->^a^at°;i,>T;L,-N-^Pt 0 ;L.75y) - 

2->T;U-7- (2, 4, 6-hU>f^7i-W 

xy [3, 4-d] t°u s v> 

fc£8j3 8 

4- (N-->^n^n ^iitTii-N-ya t°;i/75y) - 
2->^;u-8- (t°U>>-3 — f;i/) +±7UV-ffiK 

J£, M1 7 8-1 8 0°C 
fbS^ 3 9 

2-75^-4- (N-?fJl-N-lfJl7;y) -6- 

^□□-8- (2, 4, 6- ku>t;u7i-;i/) ^i/'j 

V, St,S 1 9 2 — 1 9 4°C 

<b£&4 0 

4- (N-^fil-N-IfJl^TS^) -6-£PP-2- 
th'0*-»W-8- (2, 4, 6-h'J>f^7i-Jl 

) *±*/u>. 

'H-NMR (CDCIj) : <S = 1 . 0 0 (3 H, t), 

1 . 3 8 (5 H, m) , 1 . 8 1 (2 H, m) , 1 . 8 7 ( 

2 H, m) , 2. 3 2 (2 H, s) , 3. 6 4 (2 H, t ) 

, 3. 74 (2H, dd), 6. 91 (2H, s), 7. 4 
4 ( 1 H. s) , 7. 8 5 (1 H, s) 

[0 0 4 2] te£#J4 1 

6-?pp-4- (N-^n^ntfyuy^-N-^n t° 

;175/) -2-> (- + V-8- (2, 4. 6 - h 'J > T 
7i-W St,^9 3-9 6°C 

lb£&|4 2 

4- (N-^T JU-N-XT;U7Sy) -5, 6, 7, 8- 
T h^/W h*n-2-y^;i,-9- (2, 4, 

-9 H-tf U 5 K [4, 5-b] -f > h*-;i^ 
M9 0-9 2°C 

<b£*&4 3 

4- (N-^f^-N-Ifil/Tsy) -2-^^1—9- 
(2, 4, 6- K ') *T -M -9 H- fc° U 5 K [4 



pyrimidine 

[0041] Compound 36 

4- (N - butyl - N - ethylamino ) - 2 - methyl - 7 - (2,4,6 - 
trimethyl phenyl) thieno (3,4 - d) pyrimidine * 3/2 fumarate , 
melting point 18 4- 186 °C (Disassembly) 

Compound 37 

4 - (N - cyclopropyl methyl - N - propyl amino ) - 2 - meth 
yl - 7 - (2,4,6 - trimethyl phenyl) - thieno (3,4 - d) 
pyrimidine 

Compound 38 

4 - (N - cyclopropyl methyl - N - propyl amino ) - 2 - meth 
yl - 8 - (pyridine - 3-yl) quinazoline * hydrochloride , melting 
point 178- 180 D C 

Compound 39 

2 - amino - 4 - (N - butyl - N - ethylamino ) - 6-chloro - 

8 - (2,4,6 - trimethyl phenyl) quinazoline , melting point 19 2- 

194 °C 

Compound 40 

4- (N - butyl - N - ethylamino ) - 6-chloro - 2 - hydroxym 
ethyl - 8 - (2,4,6 - trimethyl phenyl) quinazoline , 

lH-nmr (CDCl3):5=l .00(3 H,t), 1 .38(5H,m), 1 .81 (2H,m), l .87( 
2H,m),2.32(2H,s),3.64(2H,t),3.74(2H,dd),6.9 1 (2H,s),7.44(l H, 
s),7.85(lH,s) 



[0042] Compound 41 

6-chloro - 4 - (N - cyclopropyl methyl - N - propyl amino 
) - 2 - methoxy - 8 - (2,4,6 - trimethyl phenyl) quinazoline , 
melting point 93 - 96 °C 

Compound 42 

4 - (N - butyl - N - ethylamino ) - 5,6,7,8 - terra hydro - 2 - 
methyl - 9 - (2,4,6 - trimethyl phenyl) - 9Et c j p 9 5 K (4, 

5 - b) indole , melting point 90 - 92 °C 

Compound 43 

4- (N- butyl -N- ethylamino) - 2 - methyl - 9 - (2,4,6 - 
trimethyl phenyl) - 9H t: j p 9 S K (4,5 - b) indole , 
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, 5-b] -f >K— 

'H-NMR (CDC I 3 ) 5 = 0. 94 (t, 3H, J = 
7. 4 H z) , 1. 32 (t, 3H, J = 7. 4 H z) , 1 
. 39 (m, 2H) , 1. 73 (m, 2H) , 1. 84 (s 
, 6H) , 2. 39 (s, 3H) , 2. 55 (s, 3 H) , 
3. 77 (t, 2H, J = 7. 4Hz), 3. 85 (q, 2 
H, J = 7. 4Hz) , 6. 90 (m. 1 H) , 7. 05 ( 
s, 2 H) , 7. 2 9 (m, 2 H) . 7. 8 4 (m, 1 H) 



lH-nmr (CDCl3)5=0.94(t,3H,J=7.4 Hz),1.32(t,3H,J=7.4 Hz), 
1.39(m,2H),1.73(m,2H) ) I.84(s,6H) ) 2.39(s,3H),2.55(s ) 3H),3. 
77(t,2H,J=7.4 Hz),3.85(q,2H,J=7.4 Hz),6.90(m,lH),7.05(s,2H), 
7.29(m,2H),7.84(m,lH) 



lb£^4 4 

4-bfX (2-> h+ylf M 7S/-5, 6, 7, 8- 
fl-7n-f l-'D-2->W-9- (2, 4, 6-hU> : f 

;u7i-;u) -9H-t"'j;K (4, 5-b) -<>K->k 
B6£100-10 1°C 

lb£4&4 5 

4-tfT. (2-> h+i/ITW 75/-2-yf;b-9- 
(2, 4, 6- h'J>fJ^i-W -9H-t"'j! K [4 
, 5 - b ) -f > K— ;u. 

'H-NMR (CDCI 3 ) 5=1. 83 (s, 6H), 2 
. 37 (s, 3H), 2. 54 (s, 3H), 3. 37 (s 
. 6H), 3. 74 (t, 4H, J = 6. 4 H z) , 4. 0 
8(t, 4H, J = 6. 4Hz), 6. 90 (m, 1H), 
7. 08 (s. 2H) , 7. 29 (m. 2H) , 7. 94 ( 
m, 1 H) 

[0 0 4 3] {b-&^5 4 6 

4- (N-S/^P^aen^T ;U-N-^P t?;U75/) - 
5, 6, 7, 8-f h7'W h*P-2->f;i,-9 - (2, 
4, 6- h 'J>T;U^i-;U) -9 H-t?'J 5 K [4, 5- 
b) ^> K— Jk liSl 1 2-1 13t 

ib-&^4 7 

4- (N-v^P^Dt°^>T;U-N-^Pt°;U7S/) - 
2->T;U-9- (2, 4, 6- h'J -9 
H - bf 'J 5 K ( 4 , 5 - b ] -f > K— ;U, 

'H-NMR (CDCI3) 5 = 0. 20 (m, 2H) , 0 
. 55 (m. 2H) , 0. 93 (t. 3H, J = 7. 4Hz 
) , 1 . 12 (m, 1 H) , 1 . 6 9 (m. 2 H) , 1 . 8 

4 (s, 6H) , 2. 38 (s, 3 H) , 2. 55 (s, 3 
H) , 3. 68 (d, 2H, J = 6. 3Hz) , 3. 86 ( 
t, 2H, J = 7. 4 Hz) , 6. 89 (m, 1H), 7. 

05 (s, 2H) . 7. 29 (m, 2H) , 7. 90 (m, 
1 H) 

lb£l&4 8 



Compound 44 

4 - bis (2 - methoxyethyl) amino - 5,6,7,8 - tetra hydro - 2 - 
methyl - 9 - (2,4,6 - trimethyl phenyl) - 9Rt° j p 9 5 K (4, 
5-b) indole, melting point 100 - 101 °C 



Compound 45 

4 - bis (2 - methoxyethyl) amino - 2 - methyl - 9 - (2,4,6 - 
trimethyl phenyl) - 9H bf jp9 £ K (4,5 - b) indole , 

lH-nrnr(CDCb)5=1.83(s,6H),2.37(s,3H),2.54(s,3H),3.37(s > 6 
H),3.74(t,4H,J=6.4 Hz),4.08(t,4H,J=6.4 Hz),6.90(m,lH),7.08(s, 
2H),7.29(m,2H),7.94(m,lH) 



[0043] Compound 46 

4 - (N - cyclopropyl methyl - N - propyl amino ) - 5,6,7,8 - 

tetra hydro - 2 - methyl - 9 - (2,4,6 - trimethyl phenyl) - 

9H - 1: jp9 5 K (4,5 - b) indole , melting point 1 12 - 1 13 °C 



Compound 47 

4 - (N - cyclopropyl methyl - N - propyl amino ) - 2 - meth 
yl - 9 - (2,4,6 - trimethyl phenyl) - 9Htf j P 9 5 K (4,5 - b) 
indole , 

lH-nmr(CDCl3)S=0.20(m,2H),0.55(m,2H),0.93(t,3H,J=7.4 
Hz), 1 . 12(m, 1H), 1 .69(m,2H), 1 .84(s,6H),2.3 8(s,3H),2.55(s,3H), 
3.68(d,2H,J=6.3 Hz),3.86(t,2H,J=7.4 Hz),6.89(m,lH),7.05(s, 
2H),7.29(m,2H),7.90(m, 1H) 



Compound 48 
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4- (N-^f^-N-If;l75-') -5, 6, 7. 8- 
T h7M-f h*P-2-jt^;U-9- (4-^P^E-2, 6- 
v^fJl7i-JW -9H-t?U£ K [4, 5-b] -OK 

— ;u 

lb£fel4 9 

4- (N-7"f;i--N-if A7 = y) -2->^;u-9- 

(4-?P^-2, 6-v^f;i/7i-JH — 9 H — b? 'J S 

K [4, 5 - b ] -f v K-;u 

<b£&5 0 

4-tfX (2-> h + 'ylfJW 75^-5, 6, 7, 8- 
T h7^W h'P-2->T;i/-9- (4-7p^-2, 6- 
V*=f- — 9 H — t° 'J 5 K [4, 5-b] -f > h* 

[0044] fb£*5 1 

4-fX (2-> h + vl^JW 7;y-2-^f;i-9- 
(4-^P^E-2, 6-v>T;U7i-;U) -9H-t?'J£ 
K [4, 5-b] -f >K— ;U 

lb£tl5 2 

4- (N->7a7"Pfj^fJl/-N-7'Pt'Jl/7S>') - 
5, 6. 7, 8-f h7A-f h'P-2-^fJl/-9- (4- 
^P^E-2, 6-'/^f;l-7i-JI/) -9 H- tf'J £ K [4 
, 5 - b ] -f > K— ;U 

s 3 

4- (n-«>7p?p e^^u-N-^p t°;U7£^) - 

2->^;U-9- (4-> r P ; E-2. 6-y>f^7ir;i, 

)-9H-t° i jsKC4, 5 - b ] -r > k-;u 

4- (N-7"fJI/-N-If;i,75-') -6-?PP-2- 
> h4r*>-8- (2, 4, 6- h 'J >^;U7x-;u> 4^-7 

4- (N->^7P7"Pf;MfA-N-7'PfA7;/) - 
2-^ h + (2, 4, 6- hU^T^i^;!/) * 

[0 0 4 5] lb£!$l5 6 

4- (N-7"f^-N-lTil/7SV) -2-> K4^>-8 
- (2, 4. e-h'J^T^i-JW *+!/U>. 

lt£!&5 7 



4 - (N - butyl - N - ethylamino ) - 5,6,7,8 - tetra hydro - 2 - 
methyl - 9 - (4 - bromo - 2,6-di methylphenyl ) - 91 1: 
jp9 5 h* (4,5 - b) indole 



Compound 49 

4- (N - butyl - N - ethylamino ) -2-methyl-9- (4-bro 
mo - 2,6-di methylphenyl ) - 9H bf j P 9 £ K (4,5 - b) 
indole 

Compound 50 

4 - bis (2 - methoxyethyl) amino - 5,6,7,8 - tetra hydro - 2 - 
methyl - 9 - (4 - bromo - 2,6-di methylphenyl ) - 91 t? 
jp9 £ K(4,5-b) indole 



[0044] Compound 51 

4 - bis (2 - methoxyethyl) amino - 2 - methyl - 9 - (4-bro 
mo - 2,6-di methylphenyl ) - 9H tf jp9 £ K (4,5 - b) 
indole 

Compound 52 

4 - (N - cyclopropyl methyl - N - propyl amino ) - 5,6,7,8 - 
tetra hydro - 2 - methyl - 9 - (4 - bromo - 2,6-di 
methylphenyl) -9H-tf jp9 £ K (4,5 -b) indole 



Compound 53 

4 - (N - cyclopropyl methyl - N - propyl amino ) - 2 - meth 
yl - 9 - (4 - bromo - 2,6-di methylphenyl ) - 91 1° jp9 5 
K(4,5-b) indole 

Compound 54 

4- (N - butyl - N - ethylamino ) - 6-chloro - 2 - methoxy 
- 8 - (2,4,6 - trimethyl phenyl) quinazoline , 

Compound 55 

4 - (N - cyclopropyl methyl - N - propyl amino ) - 2 - meth 
oxy - 8 - (2,4,6 - trimethyl phenyl) quinazoline , 

[0045] Compound 56 

4 - (N - butyl - N - emylarnino ) - 2 - methoxy- 8 - (2,4,6 - 
trimethyl phenyl) quinazoline , 

Compound 57 
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4— ( N — "?fJU — N — If ^7 5 J ) — 2, 5— *s*?)l 
— 7— (2, 4, 6— *Tll>? n-M — 7 H — tfnn 
[2, 3-d] eU5S?>-*W», MAI 6 9- 1 7 0°C 



fc^«15 8 

4_ (n— v^n^Pt°;i/>f ;u— N-^nt'ji/7;y) — 

2 — >f;l— 7— (2, 4, 6-hU>TJI/7i-W fl 
y [3, 2 — d] tf'J 5 V> (WO 9 7/291 10) 

<b£tfcl5 9 

4— ( N — ~~3^- A — N — If JI/7 3 J ) —3. 6— <y*=f-)\, 
-1— (2, 4, 6— h'J>f tf^l/P [3, 
4-b] tf'Ji?> (W09 5/3 4 5 6 3) 

<b£8j6 0 

4— (N— v?p?Ptf;u>f ;u-n— ^pf;i7Sy) — 

5_>^;U_7— (2, 4, 6-h^fib7i-W -5 
H — 1° P P [3, 2-d] tf U S i>> (W096/3568 
9) 

[0046] <b£ft6 1 

4- (N-?fJI/-N-If —2, 6— y^fil 
-8— (2, 4, 6-h'J/f^7i-Jl) -5. 8-yt 
Kn— 6H-tf'J K [2, 3 — b] tf'J 5 7— ( 

WO 9 8/0 8 8 4 6) 

2 

8- (l-If^T'P^y) -6-/f*-4- (2, 4 
, 6-hU>f^7i-W -3, 4-vt h'P-1 H-bf 
'J K [2, 3-b] t°5 v>— 2— ^"^ (WO 9 8/0 8 8 
46) 

<b£«3 6 3 

5— ( 1— if ;u7ptK*v) — 7— >f;u-i— (2, 4 

, 6— MJ *f )l/7i^H — 1 , 4 — vt KP — 2 H- tf 

u K [2, 3— d] [1. 3] i;>-4— (WO 

9 8/0 8 8 4 6) | 
<b£1*)6 4 

8— (1-ifjl,7P^y) —6— >f;U— 4— (2, 4 
. 6— h'J lUx-M — 1 , 2, 3, 4— fh7th* 
P- tf'J h* [2, 3-b] t7V> (WO 98/08846 

) 

<b£&6 5 

5— (i-ifji-7n*'+y) — 7— >f;u— 1— (2, 4 



4- (N- butyl - N- ethylamino)-2,5- dimethyl -7<2,4,6 
- trimethyl phenyl)-7H- pyrrolo [2, 3- d] pyrimidine * 
hydrochloride and melting point 169 - 170 °C 

Compound 58 

4- (N- cyclopropyl methyl -N - propyl amino)-2- methyl -7 
-(2,4,6- trimethyl phenyl) thieno [3, 2- d] pyrimidine (WO 
97/29 110) 

Compound 59 

4- (N- butyl - N- ethylamino)-3,6- dimethyl- 1- (2,4,6- tr 
imethyl phenyl) pyrazolo [3,4 - b] pyridine (WO 95/34563) 



Compound 60 

4- ( N- cyclopropyl methyl - N- propyl amino ) -5- methyl 
-7<2,4,6- trimethyl phenyl)-5H- pyrrolo [3,2 - d] 
pyrimidine (WO 96/35689) 



[0046] Compound 61 

4 - (N - butyl - N- ethylamino ) -2,6- dimethyl - 8-(2,4, 
6- trimethyl phenyl) - 5, 8- dihydro -6H - pyrido [2, 3- b] 
pyrimidine -7- on (WO 98/08846) 



Compound 62 

8-(l- ethyl propoxy)-6- methyl - 4- (2,4,6- trimethyl 
phenyl)-3,4-di hydro - 1 H - pyrido [2,3 - b] pyrazine-2- on 
(WO 98/08846) 



Compound 63 

5-(l- ethyl propoxy)-7- methyl-1- (2,4,6- trimethyl phe 
nyl>l, 4- dihydro -2H- pyrido [2, 3-d][l,3] oxazine-4- 
on (WO 98/08846) 



Compound 64 

8-(l- ethyl propoxy)-6- methyl - 4- (2,4,6- trimethyl 
phenyl)- 1,2,3, 4- tetrahydro - pyrido [2,3 - b] pyrazine 
(WO 98/08846) 



Compound 65 

5-(l- ethyl propoxy)-7- methyl-1- (2,4,6- trimethyl phe 
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, 6-hU^fJb7i-W -1, 4— vt h'P— 2 H-tf 
'J K [2, 3 — d] [1, 3] t+ty^ (WO9 8/0 8 
8 4 6) 

[0 0 4 7] lb-&$6 6 

8— (1-If^7'n/R+'» —2, 6— i?>T;L>-4 (2 
, 4. 6— h'J^T^^i-^) — 4H-t? 'J h* [2, 3 — 
b] t7V>-3-t^ (WO98/08 846) | 

ft^*6 7 

5— (1— If;l/7"n!K+'» — 7— 1 — (2, 4 

, 6— h'J ^TJL-7x-;L-) — 1 , 2, 3. 4-fh7tF 
□ [1, 8] ;h7T'Jv> (WO9 8/0 8 8 4 6) 

lb#^ 6 8 

5— (1-If^7o,-K+>» _ 7 _p(^^-1— (2, 4 
, 6-h l jyf^7i-JW-1H-t"Uh'[2, 3-d] 
tf'J£v>— 2, 4-v^-> (WO9 8/08846) 

fc£&6 9 

7— (1-IfJl/7P<K*>» — 5— 3— (2, 4 

, 6— h- U ^f^7i-W — tr^'/P [1, 5 — a] tf 'J 
£ V> (WO 98/08847) 

fb-t&7 0 

7— (1— IT^PtK+S') — 5— 3— (2. 4 

, 6 — \~ t J->\s~? 1.-11) — 3H— [ 1 , 2, 3] h'J7 
VO [4, 5-b] tf'Ji/> (W09 8/0 8 8 4 7) 

[0048] £fc. ±ffi-«SC (I) T?$;**l£CR 
^□-X M*. fct*KHB»MMIiaBBW0 9 5/3 4 5 
63, WO 94/1 3643, WO 94/1 3677, WO 
94/13676. WO 97/291 10. WO 96/35 
689. WO 98/8846. WO 98/884 7^<t'CD& 
4>$Bfc£0'PCTB[gmMJS6mPCT/J P9 7/04 7 
8 2*E»»l=lE«<D^Sl::«fcoTWI(3:h.4. fcfc, *fg 

WO 9 5/1 05 06^|ZK«<D7-U/ f'JSv> 
WO 94/1 366 1-^. WO 94/1 3 644f 
l^ieKrot^V— ; Mb^&s EP659747, EP611 
7 6 6-^IZaEtcC0 2-TS/T7V— ;US§?lU*, WO 9 7 / 
2 9 1 OSfCIEttint^VP tf'J 5 v>8NM*. WO 9 8 
/5 6 6 1 mzftM<D\?>) h**fclitf'JS r-*£*6, 6— * 
fcl*6. 7— /^IM? 'J y^SNM*. EP0 8 1 2 8 3 1 
^JElffl'OX'f S ^7— ;UR*ft. WO 97/35846 

tf'J 5 v^!§#tt. WO 9 8/0 8 8 2 1 ^lEttO'OV^ 
'J £ i?>*;U7K>lfcRIN*. W097/4542 1 ^ISKfl) 
t*V^7'J >*fcliA^f'7-;i/KK##. W09 7/3 
5 5 8 0^IE«(D7 'J ;L,tt* v£fcl*7 'J tf "J £ 



nyl)-l, 4- dihydro -2H - pyrido [2, 3- d][l,3] oxazine (WO 
98/08846) 



[0047] Compound 66 

8-(l- ethyl propoxy)-2,6- dimethyl - 4(2,4,6- trimeth 
yl phenylMH - pyrido [2, 3- b] pyrazine - 3- on (WO 
98/08846) 

Compound 67 

5-(l- ethyl propoxy)-7- methyl-1- (2,4,6- trimethyl phe 
nyl)- 1,2,3, 4- tetrahydro [1,8] naphthyridine (WO 98/08846) 



Compound 68 

5-0- ethyl propoxy)-7- methyl-1- (2,4,6- trimethyl phe 
nyl>lH - pyrido [2,3 - d] pyrimidine -2,4-dion (WO 
98/08846) 

Compound 69 

7-(l- ethyl propoxy)-5- methyl - 3- (2,4,6- trimethyl 
phenyl)- pyrazolo [1,5-a] pyrimidine (WO 98/08847) 

Compound 70 

7-(l- ethyl propoxy)-5- methyl - 3- (2,4,6- trimethyl 
phenyl)-3H - [1,2,3] triazolo [4,5 - b] pyridine (WO 
98/08847) 

[0048] In addition, CRF antagonist which is displayed with abov 
e-mentionedGeneral Formula (I) is manufactured by for 
example PCT Patent Publication WO 95/34563, WO 
94/13643, WO 94/13677, WO 94/13676,the WO 97/29 110, 
WO 96/35689, WO 98/8846, WO 98/8847 or other each 
disclosure and methodwhich is stated in PCT International 
Patent Application No. PCT/JP97/04782 specification . In 
addition, Can be used for diabetes treatment drug of this 
invention in CRF receiver antagonist which, It stated in WO 
95/10506 number anilino pyrimidine compound, WO 
94/13661 number, It stated in WO 94/13644 number pyrazole 
compound , EP 659747, It stated in EP 6 1 1 766 number 2 - 
amino thiazole derivative , It stated in WO 97/29109 number 
pyrazolo pyrimidine derivative , Is stated in WO 98/5661 
number pyrido oi tf jp9 £ K content 6, 6 -or 6, 7 - bi- 
cyclic derivative which, It stated in EP 08128 3 1 number 
benzimidazole derivative , Are stated in WO 97/35846 number 
allyl oxy or allyl thio condensation pyridineand pyrimidine 
derivative which, It stated in WO 98/08821 number benzo 
pyrimidine carboxylic acid derivative , allyl oxy or allyl thio 
substitution pyrimidine derivative which is stated in oxo 
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v WO 9 5/3 3 7 5 O-^iettWT-'Jy tf'J 5 
v>I£gft, WO 9 6/3 9 4 0 0-^aEt£<D7£/ T 
TvTy-;uSfc(it°u 5 v>£fcl* h 'J 7v>£fcli r- 'J 
7 7-;Hffgtt, WO 9 8 / 1 1 0 7 5-§-aStt03t Oi 7V/ > 
h U7VV WO 9 7/1 4 6 8 4-SHEi&<D 

7 5 y t° 'J v>^fcl* h U 7 v^gtt&ifi^ftS,, 



[0 0 4 9] 



SIMM : ft^«B2 4(D*ja*a 

[0050] (1 ) lf*4£fi£#n 

2, 5-v/fJl-3H-fiy [3, 4-d] t°'JSv> 
-4-7t->2. 5gShJH^l:»*L. ZCI=P-V>|3t 

»3. 3 s **nit i B*iWJin»a3lE-r*o KC&»*0tl=3fr» 
LT*i;fceJi*a»u hh>«i*tm tfjux- 

tJL,T<&;$ LT, 2, 5-v>TJU-3 H-W [3, 4 
-d] tf'J 5 v>-4-T7t">2. 4gfj;f: 0 

'H-NMR (CDCI 3 ) : 5 = 2. 42 (3H, s), 

3. 08 (3H, s) , 7. 1 7 (1 H, s) , 9. 80 ( 
1 H, b r ) 

[0051] (2) H*4£fiM 2 

2, 5-y>fJl--3H-fi; [3, 4-d] bf U 5 v > 
-4-T7t">2. 4gSf h7t (20m I ) - 

1 0%*SMfc2)U0A (20ml) l=SSWU CZKS'tMb 
> . 1ml £»D*.£,, 1 B$R3ft#Lfc&. £J£ 

5-v>T;U-4->^;UT7)-TX/ [3, 4-d] tf'J s 
v>2. 2gi*fc. 

'H-NMR (CDCI3) : 6 = 2. 62 (3H, s) , 
2. 66 (3H. s) , 3. 00 (3H, s) , 7. 30 ( 
1 H, s) 

[0052] o) nmftAMs 

2, 5-v>T;U-4->TJUT7)-Txy [3, 4-d] tf 
J 5 V>2. 2 g£ + ->U>3 0m I KJgfiPU CZI=N- 
5 m I £ flSJSSOTStgg* JlO* 2 

3 ^rajD»aaT»*fr s. Kfc*£SS*T*)fr*P Lfcflt* 



coumarin orthe barbituric acid derivative and WO 97/35580 
number which are stated in WO 97/4542 1 number,the amino 
substitution which is stated in anilino pyrimidine derivative and 
WO 96/39400number which are stated in WO 95/33750 
number - thiadiazole or also pyrazinoneor thoria di non 
derivative , is stated in WO 97/14684 number amino pyridine 
or triazine derivative etcwhich is stated in pyrimidine or 
triazine or triazole derivative and WO 98/ 110 75number are 
included. 

[0049] 

[Working Example(s)] You explain in detail below, this inventi 
on with Working Example , Working Example andformulation 
example, but this invention is not something which is limited 
withthese. 

Working Example 1 : Synthetic method of compound 24 

[0050] (1) Starting material synthesis Example 1 

It melts 2,5-di methyl - 3H - thieno (3,4 - d) pyrimidine - 4- 
on 2.5g in toluene, 1 hour heating and refluxing itdoes here 
including Lawson reagent 3. 3 g. Cooling reaction system in 0 
°C, it filtered crystal which it occurs,the toluene washed next 
with isopropyl ether, acquired 2,5-di methyl - 3H - thieno (3, 
4 - d) pyrimidine - 4 - thione 2.4g. 

lH-iunr(CDCl3):&=2.42(3H,s),3.08(3rI,s),7.17(lH,s),9.80(l 
H,br) 

[005 1] (2) Starting material synthesis Example 2 

2,5-di methyl - 3H - thieno (3,4 - d) pyrimidine - 4 - thione 
2.4g is melted in tetrahydrofuran (20 ml) - 10 % potassium 
hydroxide (20 ml), methyl iodide 1 . 1 ml isadded here. With 
room temperature 1 hour after agitating, it dilutes reaction 
system withthe ethyl acetate, washes with saturated saline. 
After drying organic layer with anhydrous magnesium sulfate, 
solvent vacuum distillation was done,the 2,5-di methyl - 4 - 
methylthio thieno (3,4 - d) pyrimidine 2.2g was acquired. 

lH-nmr (CDCl3):&=2.62(3H,s)^.66(3H,s),3 .00(3H,s),7.30(l 
Hs) 

[0052] (3) Starting material synthesis example 3 

It melts 2,5-di methyl - 4 - methylthio thieno (3,4 - d) pyri 
midine 2.2g in xylene 30 ml, under the2 3 hours heating and 
refluxing it agitates here including N - butyl - N - ethylamine 
15 ml and acetic acid ofthe catalyst amount. After cooling 
reaction system to room temperature, you pour to water, 
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Lt. 4- (N-^fJb-N-lfJlTS;') -2, 5-v 
tTfo+J-J [3, 4-d] t?'J5v^1. 5g^f:„ 



'H-NMR ( C D C I 3 ) : (5 = 0. 88 (3H, t, J 
= 6. 8Hz), 1. 17 (3H, t, J = 6. 8Hz), 

1. 25-1. 31 (2 H, m) , 1. 5 7 (2 H, m) , 

2. 50 (3H, s) , 2. 83 (3H, s) , 3. 53 ( 
2H, t, J = 3. 8) , 3. 58 (2H, q, J = 6. 8 
Hz), 7. 2 6 (1 H, s) 

[0 0 5 3] (4) JS*4£j£tfiJ4 

4- (n-:7^jL/-n -injurs y) -2, 5-v>^;u 

fl> [3, 4-d] tf'J5S?>1. 5 g SB110mll: 
»»L. CCIZ-£<b3^0. 3 4m I (DKg3m I gift 

ttB* h U ^A^jBArSJS *ffJhLfc«lKtt* U ^AT?* 

-i'-T^LT, 4- (N-^f^-N-IWS/) - 
2, 5-i?>^;U-7-a— h'fiy (3, 4-d] bf'JS 
v^1 . 7 g^ittit LT}#f; 0 



'H-NMR (CDCI3) :<5 = 0. 8 6 (3 H, t, J 
= 7. 3 H z) , 1. 18 (3H, t, J = 7. 3 H z) , 

1. 22-1. 30 (2H, m), 1. 58-1. 62 (2 
H, m) , 2. 4 5 (3 H, s) . 2. 8 1 (3 H, s) , 
3. 6 1 (2H, t, J = 7. 3Hz) , 3. 64 (2H, 
q, J = 7. 3 H z) 

[0054] ( 5 ) fb£«J 2 4 <D£fi£W 

4- (N--?f^-N-lf^7;/) -2, 5-v>T;U 
-7-3-K-fxy [3, 4-d] eU5v>1. 7g. 
T + X h 'J 7i -;U7f,7.7-r >/«7vW5 OOmg, 

2, 4, 6 - h 'J ^ f JI/7 i-^*"7B9 3 Om b S 

y (10ml) (10ml) -2MKSt h 'J 

■S-McSSa (10ml) l=8*L. 1 mum 

K«X«nKx7;i/t*#KL*-e2iaft»fft. *r«!SJf 

5vU*^7i^P7h^77-f-t-JISLT, 4- ( 
n-7?;u-n-x?;U7£/) -2, 5-v>^;U-7 - 
(2, 4, 6- h ') *TJ17 n-M -fiy [3, 4-d 

] e'js*;>440mi*»fc. ^b^Wi^-y-^bif 

ISi&*4£<tl::J:y*&l::|*l!Lfc. M£ 1 0 5- 1 0 7°C 



[00 5 5] * ffifl 2 : 4 6 CD£j£7j;£ 



extractwith ethyl acetate, organic layer with saturated saline 
after washing, is dried with anhydrous magnesium sulfate, 
vacuum distillation doing solvent, refining residue which is 
acquired withthe silica gel column chromatography, it acquired 4 - 
(N- butyl -N-ethylamino) - 2,5-di methyl thieno (3,4 -d) 
pyrimidine 1.5g. 

lH-nmr(CDCl3):8=0.88(3H,t,J=6.8 Hz),1.17(3H,t,J=6.8 Hz), 
1.25 - 1. 31 (2H,m),1.57(2H,m),2.50(3H,s),2.83(3H,s),3. 
53(2H,t,J=3.8),3.58(2H,q,J=6.8Hz),7.26(lH,s) 



[0053] (4) Starting material synthesis example 4 

It melts 4- (N - butyl - N - ethylamino ) - 2,5-di methyl thie 
no (3,4 - d) pyrimidine 1 .5g in acetic acid 10 ml, here 3 0 
minit agitates with room temperature including acetic acid 3 ml 
solution of iodine monochloride 0.34 ml. You pour reaction 
solution to water, after stopping reaction, includingthe sodium 
thiosulfate you neutralize with potassium carbonate. Continuing, 
it extracts with chloroform, organic layer with saturated saline 
afterwashing, dries with anhydrous magnesium sulfate, vacuum 
distillation doing solvent, refining residue which is acquired 
withthe silica gel column chromatography, it acquired 4 - (N - 
butyl - N - ethylamino ) - 2,5-di methyl - 7 - iodo thieno 
(3,4 - d) pyrimidine 1 .7g asthe oil. 

lH-nmr(CDCl3):6=0.86(3H,t,J=7.3 Hz),1.18(3H,t,J=7.3 Hz), 
1.22- 1.30(2H,m),1.58- 1.62(2Rm),2.45(3H,s).2.81(3H,s),3. 
61(2H,t,J=7.3 Hz),3.64(2H,q,J=7.3 Hz) 



[0054] (5) Synthesis example of compound 24 

4- (N - butyl - N - ethylamino ) - 2,5-di methyl - 7 - iodo 
- thieno (3,4 - d) pyrimidine 1.7g, it melts tetrakis 
triphenylphosphine palladium 500 mg and 2,4,6 - trimethyl 
phenyl boric acid 930 mg in toluene (10 ml) - ethanol (10 ml) - 
2M sodium carbonate aqueous solution (10 ml), 2 1 hour under 
heating and refluxing agitates, reaction system is diluted with 
ethyl acetate and with water after twicewashing, organic layer is 
dried with anhydrous sodium sulfate, solvent vacuum 
distillation was done, residue was refined with silica gel column 
chromatography,the 4 - (N - butyl - N - ethylamino ) - 2,5- 
di methyl - 7 - (2,4,6 - trimethyl phenyl) - thieno (3,4 - d) 
pyrimidine 440 mg was acquired. Furthermore it refined this 
compound by recrystallization doing from hexane. melting 
point 105 - 107 °C 

[0055] Working Example 2 : Synthetic method of compound 4 
P.39 
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(1) IS*4£fi£#J5 

2-th'D + ->v^7D^f;>1 1. 4g£2, 4, 6- 
h ') * ?)\sT-*J >13. 5 g ©?l-&«5©'<>-tz> 10 0m 
I p-hJU^Jrt^iO. 1g£an*., Dea 

n-S t a r k*#B*S£By WfT 2 ftlHin»a»Lfc 

. a»s©*»*H!*Lfcas 5otr=>MPu ?ny-r- 

2-75V-4, 5, 6, 7-f h7/Wh'P-1- (2, 
4, -1H--f>Mb-3->tl 
;UtK- h'JJU7g * LtHfe. 



1 H — N M R (CDC I 3 ) 5=1. 73 (m, 4H) . 1 

. 9 6 (m, 2 H) , 1 . 9 7 (s, 6 H) , 2. 3 3 (a 

, 3H), 2. 50 (m, 2H), 3. 71 (brs, 2H 
) , 6. 9 7 (s . 2 H) 

[0 0 5 6] (2) JIft£fi£0lJ6 

JI&£j£flj5T^#b*lfc2-73y-4, 5, 6, 7-jh 
7/Wh'P-l- (2, 4, 6- h 'J *=f- )\,?x—)\,) -1 
K— JU- 3 —jjtlft— h 'j;H 6gfl)y^PP>5 
^1 0 0m I igjfclZiltftTKTs tf'J v>1 Om I fc£te7 
-b^;U4. 7g£flD;ifco *©££*#TT5#Ril*#Lfc 

3a*tfffifc£i£*T?»* Lfc. h U O ATr&ii L 

fcft. *8LT, 2-Tir : f;U7Sy-4, 5, 6, 7—f 
h7/WKo-1- (2, 4, 6-hU>f^i-W - 

1 H--<> K-;u-3-*;u*K- h u;n 5gJ«fiJSSt 

LTfifc. 

'H-NMR (CDC I 3 ) 5=1. 77 (m, 4H) , 1 
. 92 (s, 6H), 1. 95 (s. 3H), 2. 03 (m 
, 2 H) , 2. 3 2 (s , 3 H) , 2. 6 1 (m, 2 H) , 
6. 43 (brs, 1H), 6. 94 (s, 2H) 

[00 5 7] ( 3 ) 7 

H^)S#J6t?^bHfc2-7-b^^75/-4, 5, 6, 
7-T h7/W KP- 1 - (2, 4, 6-h'J>fWi- 

no -1 H--r> k— ;u-3-*;utK=. h g;n 5 g j85 

HU>i3 0m I l=»jSU 1 3 0°C(cJPS»Lfc, ! i;§*T'3 

7-h'JWTftiLfcft. liLT5, 6, 7, 8-f h7 
h'P-2->f;b-9- (2, 4, 6-hU>f^7i 
-;U) -9H-tf'J5h*[4, 5- b] -C > h*— ;U-4 (3 
H) -*>9. 2 2g5ftlifil*tLTifc. 



(1) Starting material synthesis Example 5 

In benzene 100 ml solution of blend of 2 - hydroxy cyclohexan 
one 11. 4g and 2,4,6 -trimethyl aniline 13.5g, installing the 
Dean-Stark moisture removal vessel including p-toluenesulfonic 
acid 0. 1 g, 2 hours heating and refluxing it did. After removing 
moisture of theoretical amount, it cooled in 50 °C, 
furthermore 5 hours heating and refluxing it did including 
malononitrile 6.6g. After cooling, it removed solvent, it 
filtered crystal which itoccurs, washed with ethanol and it 
acquired 2 - amino - 4,5,6,7 - terra hydro -1 - (2,4,6 - 
trimethyl phenyl) - IH - indole - 3 - carbonitrile 17g as pale 
yellow crystal. 

lH-nmr (CDCl3)5= 1 .73(m,4H), 1 .96(m,2H), 1 .97(s,6H),2.33(s 
,3H),2.50(m,2H),3 .7 1 (brs,2H),6.97(s,2H) 



[0056] (2) Starting material synthesis example 6 

With under ice cooling , pyridine 10 ml and acetyl chloride 4.7 
g were added to dichloromethane 100 ml solution of the2 - 
amino - 4,5,6,7 - terra hydro - 1 - (2,4,6 - trimethyl 
phenyl) - 1H - indole - 3 - carbonitrile 16g which is acquired 
with starting material synthesis Example 5. That way, 5 hours 
after agitating, reaction mixture was poured to ice waterwith 
under ice cooling, dichloromethane layer dilute hydrochloric 
acid , was washed next with saturated saline. After drying with 
anhydrous sodium sulfate, concentrating, it acquired 2 - 
acetylamino -4,5,6,7 - terra hydro - 1 - (2,4,6 - trimethyl 
phenyl) - 1 H - indole - 3 - carbonitrile 1 5g as yellow crystal. 

lH-nmr (CDCl3)6=l .77(m,4H), 1 .92(s,6H), 1 .95(s,3H),2.03(m 
,2rT),2.32(s,3H),2.61(i^2H),6.43(brs,lH),6.94(s,2H) 



[0057] (3) Starting material synthesis example 7 

Suspension it did 2 - acetylamino - 4,5,6,7 - tetra hydro - 1 - 
(2,4,6 - trimethyl phenyl) - 1H - indole - 3 - carbonitrile 15g 
which isacquired with starting material synthesis example 6 in 
85 % phosphoric acid 30 ml, 3 0 min itheated in oil bath which 
is heated to 130 °C. After cooling, you poured reaction 
mixture to ice water, extracted with the chloroform. You 
washed organic layer with saturated saline, after drying with 
anhydrous sodium sulfate,concentrating, you acquired 5,6,7,8 - 
tetra hydro - 2 - methyl - 9 - (2,4,6 - trimethyl phenyl) - 
9H - tf jp9 5 K[4,5 - b] indole - 4(3H)-on 9.22g as yellow- 
brown solid. 
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'H-NMR (CDCI3) 5=1. 81 (m, 4H) , 1 
. 88 (s, 6H) , 2 09 (m. 2H) , 2. 34 (s 
, 3H) , 2. 42 (s, 3H) , 2. 94 (m, 2H) , 
6. 9 8 (s, 2 H) , 12. 14 (b r s, 1 H) 

[0058] ( 4 ) mn^f&m s 

IS*4£j£0l]7-e^b*lfc5, 6, 7, 8-f h7/W h'P- 
2-*?ll-9- (2, 4, 6- \~') *T)iy jl-M -9 
H-fcf'J S h* [4, 5-b] -f > h*— ;U— 4 (3H) 
9. 2 2 g tt+>>gft l J>3 0m I 2 ttMftDgS 

UttttLfc. *«Ji£l&firfttS*T!3feJ*U JK*ttifi±hU 
OAt?$£jiLfc&s JMBLT4-9PP-5, 6, 7, 8- 
Th7A-fKo-2->fjl/-9- (2, 4, 6 — h 'J ^ 
JI/7i-JH -9 H-t? 'J = h* [4, 5-b] -fV K— ;U£ 

4Cfcl=J:-3Tltfi*»8. 5 6g^fc. 



'H-NMR (CDCI3) fi=1. 84 (s, 6H), 1 
. 86 (m, 4H) , 2. 25 (m, 2H) , 2. 36 (s 
, 3H) , 2. 62 (s, 3H) , 2. 99 (m, 2 H) , 
7. 0 1 (s, 2 H) 

[005 9] ( 5 ) lb£&l 4 6 0)£j£#J 

5/>*;UX;U?tMr-> h*2 0m I 1=4-9 PP-5. 6, 7, 
8-f h7A-fh'P-2-^fJb-9- (2, 4, 6-h'J 
>fA7i-W -9H-t?'JS K [4, 5-b] -f > K— 

;i/2 g £;gfi?u n-->9 p^p tf;u>^;u-N-^p tf;u 

75>-Mffi1. 8 gfc<fcrj: h l JIfJl-7 5>2m I £flP 

1 ooti=T8B*p B i«#Lfcc sita*****«=a# 
. imx^uttttiLfc. *«JiStt»***-e**L. ft 

jpiSi/'jay^Ti^PT hi^^-r-KTttHU 4- 

P^PtfjU>^;U-N-^P fjl-7 5/) -5, 
6, 7, 8-f h7A<h*D-2->fJl-9- (2, 4, 
6- h'J>fJl-7i-;H -9H-tfUSKC4, 5-b] 
-f > K-;U 1 . 4 8 g LTi#f- 0 M£ 1 1 2 

- 1 1 3 °C 0 

'H-NMR (CDC I 3 ) 5 = 0. 20 (m, 2H) . 0 
. 53 (m, 2H) , 0. 93 (t, 3H, J=7. 4Hz 
) , 1 . 1 0 (m, 1 H) , 1 . 6 9 (m, 2 H) , 1 . 8 
0 (m, 4H) , 1. 86 (s, 6H) , 2. 20 (m, 2 
H), 2. 3 3 ( s, 3H), 2. 44 (s, 3H), 2. 
86 (m, 2H) , 3. 49 (d, 2H, J = 6. 3Hz) 
, 3. 68 (t, 2H, J = 7. 4Hz), 6. 96 (s, 
2 H) 

[0 0 6 0] SM3 : itO;®> 5 7 0)£fi£7?>£ 



lH-nmr (CDCl3)5=l .8 l(m,4H), 1 .88(s,6H),2.09(m,2H),2.34(s 
,3H),2.42(s,3H),2.94(m,2H),6.98(s,2H),12.14(brs,lH) 



[0058] (4) Starting material synthesis Example 8 

5,6,7,8 - terra hydro - 2 - methyl - 9 - (2,4,6 - trimethyl ph 
enyl) - 9H - 1° jp9 5 h* [4,5 - b] indole - 4(3H)-on 9.22g 
and theblend of phosphorous oxychloride 30 ml which are 
acquired with starting material synthesis example 7 the2 hours 
heating and refluxing were done. After cooling, you poured 
reaction mixture to ice water, extracted with the chloroform. 
You washed organic layer with saturated saline, after drying 
with anhydrous sodium sulfate,concentrating, you acquired 4- 
chloro - 5,6,7,8 - terra hydro - 2 - methyl - 9 - (2,4,6 - 
trimethyl phenyl) - 9H t°jp9 5 K [4,5 - b] indole as red 
color crystal, yellow crystal 8.56g was acquired by washing that 
with isopropyl ether. 

lH-nmr (CDCl3)S=l .84(s,6H), 1 .86(m,4H),2.25(m,2H),2.36(s 
,3H),2.62(s,3H),2.99(m,2H),7.01(s,2H) 



[0059] (5) Synthesis example of compound 46 

It melted 4-chloro - 5,6,7,8 - terra hydro - 2 - methyl - 9 - 
(2,4,6 - trimethyl phenyl) - 9H fc? jp9 5 K (4,5 - b) indole 
2g in dimethyl sulfoxide 20 ml, 8-hour it agitated with 1 00 °C 
including theN - cyclopropyl methyl - N - propyl amine * 
hydrochloride 1 .8g and triethylamine 2 ml. You poured 
reaction mixture to ice water, extracted with ethyl acetate. 
You washed organic layer with saturated saline, after drying 
with anhydrous sodium sulfete,concentrating, you acquired oil. 
It refined that with silica gel column chromatography , it 
acquired 4- (N - cyclopropyl methyl - N - propyl amino ) - 
5,6,7,8 - tetra hydro -2 - methyl - 9 - (2,4,6 - trimethyl 
phenyl) - 9H - tf j p 9 5 K (4,5 - b) indole 1 .48g as pale yellow 
crystal, melting point 1 12 - 1 13 °C . 

lH-nmr(CDCl3)6H).20(m,2H),0.53(m,2H),0.93(t,3H,J=7.4 
Hz), 1 . 10(m, 1H), 1 .69(m,2H), 1 .80(m,4H), 1 .86(s,6H),2.20(m, 
2H),2.33(s,3H),2.44(s,3H),2.86(m,2H),3.49(d,2H,J=6.3Hz),3. 
68(t,2H,J=7.4 Hz),6.96(s,2H) 



[0060] Working Example 3 : Synthetic method of compound 5 
7 
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WO 9 4/1 3 6 7 6^$(Z)l£»5ij5IZf3i£<£7j;£|-fto 
T4- (N-7=F)l-N-J:=r)i,TB.S ) -2, 5-v>? 
;l/-7- (2, 4, 6- hU>?;U7i-;L-) -7H-t?P 
□ [2, 3-d] tf'J -i&SEi^ M£1 69-1 70 

[00 6 1 ] MM 1 : C R FggftiSftttUSE 
[125!] (Tyr°)r/hCRF (77->tA»g#tt) 

e^*KitscRFa*f»:K*siiiiasffli.\ 

3 > ■ 7p*v5x^ • T-v-tr-f (SPA) Jil^fcyffofc 
. t hCRF 1 g§{*Hg3I«<fc UH8 Lfc 5 ? □ V-A 
^MSy-y-ir-r/^y^T- (50mMTr is-HCI, 2 
mMEGTA. 1 OmMffiftV^^/^A, 0. 
;t7;i,^£>. P H7. 4) lifiJLTMIIlffl^fc. 

s 9 a v-i*wmmzi&&?gt%\<Dumit-£Vit a o Kits? □ 

•>>r/hCRF (ft$S»&0. 25nM) Jiit/Whea 
tgerm Agglutinin SPAt'-X (77>> 

= *(Dtt, Sai=6 0»IB»«L. ^b- (1 
450Micro Beta PLUS : 77iWv7/\'-f 
*T-?1*xt£tt) l=TSM}ffiSs-1t£3W£Lfc. =MfiHJHb£*l 
fflthCRFi SStol-fcff a^AliaO RtfDv^ r 
/h CRF$-t0SPfiA^S«|-r-5fil^I=«fcoTi¥«*ti-5 
t0T*fcy, [ c S0 1I (nM) T'S^tLSo ft^«J2 4, 4 
6. 5 7<DttftfflS*1l=*-r. 



Following to method which is stated in Working Example 5 of 
WO 94/13676 disclosure, the4 - (N - butyl - N - ethylamino ) - 
2,5-di methyl - 7 - (2,4,6 - trimethyl phenyl) - 7H - pyrrolo 
[2,3 - d] pyrimidine * hydrochloride , it synthesized melting 
point 169- 170 °C. 

[006 1 ] Working Example 1 : CRF receptor affinity test 

[1251 ] (Tyro) r /h CRF(Amersham KK) bonding force test was 
done making use of CRF receptor high expressing cell, with 
scintillation * proximity * assay (SPA)method. From human 
CRF1 receptor high expressing cell suspension doing microsome 
fraction which ismanufactured in assay buffer (50 mM Tris - 
HC1 , 2 mM EGTA , 10 mM magnesium chloride , 0.1 % bovine 
blood serum albumin and pH 7.4), it used for experiment. 
Next 9 0 min incubate it made microsome suspension with 
room temperature including concentrationknown test 
compound and iodo conversion tyrosine r /h CRF(final 
concentration 0.25 nM) and Wh eatger mA gglutinin SPA 
beads (Amersham KK). after that, 6 0 min standing it did in 
room temperature, measured theradioactivity with plate 
counter (1450Micro Beta Plus : Pharmacia bio tech KK) . 
bonding force for human CRF1 receptor of the compound of 
this invention is something which is appraisedby capacity which 
substitutes iodo conversion tyrosine r Pa CRF from thesite, it is 
displayed with IC50 value (nM). Test Example of compound 
24 and 4 6, 5 7 is shown in Table 1 . 



[0062] Table 1 



Test compound IC50 (nM) 



lt£fe]24 
4t#*J4 6 
fc£*J5 7 



Compound 24 14 
Compound 46 42 
Compound 57 14 



[0 0 6 3] ^m\2 :afia«cAMPi4SiStLfc7 

ISlttb+a?- ■ 77-7 3Dy- (Mo I ecu I a 
r Phar m acology)l45S, 87 81 (1 9 
9 4$) l=E«t©*ftl=»£Tfrofc. VOXCRF1SS 
ttK*a«lfi£7?-tr-f/<?7T- C2 5 0mMvi?a- 
X % 75mMTr is-HCI, pH7. 4 % 12. 5mM 
^fbV^-vOA, 1. 5mM EDTA, ImMyfth 
1/^ h- )k 0. 2mMZlBjSthUW, 10 0mM 



[0063] Working Example 2: Intracellular cAMP production wa 
s designated as indicator antagonist activity 

It experimented according to method which is stated in molecul 
ar * pharmacology (Molecular pharmacology) Volume 45 and 
878 page (1994) . In assay buffer (250 mM sucrose , 75 mM 
Tris - HC1 , pH 7.4, 12.5 mM magnesium chloride , 1.5 mM 
EDTA, 1 mM dithiothreitol , 0.2 mM sodium bisulfite and 100 
mM IBMX (3 - isobutyl - 1 - methyl xanthine )) suspension 
doing mouse CRF1 receptor high expressing cell, it used 
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i bmx 1 ] l=fflS 

ty£1)UZ.. 3 7°C-e5^r B e l^'U-l'>#JL'<— >>3>Lfco 51 
^r/hCRF «M1 nM) £jQ;t. 37°CT*3^ 
W-f>*j.K— • > a >Lfco 1 0 0 o C|z3^f B 1})D^L 

TSJ£^f?±Lfc„ C (DISSS £JI'bU ±jf<Dc AMPS 
SW^'J'^AMP+vh r-V7fj (-VT-9-S;E6ttS: 
£*±> SJBI^TESLfc. **«fc§ifl>7-5XCRF 1 S 
gttlzfcht •STl'*^;* hSttlir/h C R F l~<fc •£ c A 

MP4±*jqi«M-iiiB*i=*oriT«*ih.*t,a>ty*y, i 

C S() (nM) ft**2 4. 5 7 0)ta^J5-«2 

1 = **-. 

[0 0 6 4] «2 





I C 50 (nM) 


ft^tt 2 4 13 


ft^*5 7 


4 1 



[0 0 6 5] lil±©*Kfrb. -»SC (I) JUt^ltft h 
gfl>CRF»«*l=»L7>**=X hJSttt*0=i:A«!K 
3*ifc. *fcCRFS^*7>'S'=r-Xh;-S14^^-r^1b-& 

[00 6 6] MM 3 : CRF7>*d=Xh*lfiBIi 

tt*isjs ; ET;u-7'5xiz«pfc < fc«ttiiena#LfcB©jii« 



SPS-^fflt LT5%Tween80 (3118—15. D 
I FCO) . KEWS4ffltLt5%Twe e n 8 0 (3 1 

1 a— 1 5. d i fco) s*t±a*tt« (*s±*a. 

iU!lOmg/ml) JC57BL/KsJ-db/db 

j c i (si, 1 o9K. ur*a**t) i:ibib. 

2flni]«#Lf=. S#iBli&iBB*-ei*8na#$fTt\ * 

it*.*: usEjfiiufcjftia«>jHi»ffl*. Kr»b4i bis 
■ea3E-r*ci:i=*yfTofc. *<disjii, crf?>^- 



forexperiment. Next 5 min plain queue/cue V a > it made 
cell suspension with 37 °Cincluding concentration known test 
compound. Continuously 3 min incubation it did with 37 °C 
including r /h CRF(finaJ concentration 1 nM). after that 3 min 
heating in 100 °C, it stoppedreaction. This suspension 
centrifiigation was done, cAMP concentration of supernatant 
quantification wasdone making use of cyclic A MPa kiV"7 
"9"" ( Yamasa Corporation KK ). antagonist activity for mouse 
CRF1 receptor of the compound of this invention is something 
which is appraisedby capacity which controls cAMP production 
with r /h CRF, it isdisplayed with IC50 (nM). Test Example of 
compound 24 and 57 is shown in Table 2. 

[0064] Table 2 



Test compound IC50 (nM) 



Compound 24 13 



Compound 57 41 



[0065] From experiment above, compound of General Formula 
(I) having antagonist activityvis-a-vis CRF receptor of human 
type was shown. In addition effect as diabetes treatment drug of 
compound which possesses CRF receptor antagonist activityis 
clear from experiment which is shown below . 

[0066] Working Example 3: CRF antagonist in genetic obesity 
characteristic diabetes model mouse oral and casewhere 
intraperitoneal administration it does blood glucose lowering 
action 

As one for oral dosage it used physiological saline (Otsuka raw f 
oodnote: KK Otsuka Pharmaceutical Factory Inc. (DB 69^12- 
9032) industry) which includes 5 % Tween80 ( 3 1 1 8-1 5 and 
DFCO) the5 % Tween80 ( 3 1 1 8-1 5 and DIFCO), as one for 
intraperitoneal administration 1 day one time and 2 weeks 
prescribed the substance being tested (1 and 10 mg/ml ) to 
C57BL/KsJ-db/db Jcl(male, 10 weeks old and Clea Japan 
Inc. (DN 69-073-1062) ) as medium, oral dosage was done to 
dosage start 1st week, intraperitoneal administration was done 
tothe 2 week eye after that. It did pursuit of blood glucose 
level from tail end blood glucose level of bloodwhich blood 
drawing is done, by measuring from start of dosage to the4 1st 
day. As a result, you could see decrease of blood glucose level 
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fc©ttttl=l*X*i-T>h©tfc£«Jfll*fc. * : P<0 
. 0 5, * * : P<0. 0 1 



[0067] mm\4 : cr ft i- saeMKi* 



0. 5%HPMC (> KP-X, ftffi^t^IllttiC^tt) * 
t:IJ5%Twe en80 (2 08-03525. fi]jfctt*I 
**a£tt> £SSf*<t LTffllV ttttttlt (0. 1. Ifccfc 
!flOmg/ml) SC 5 7 BL/Ks J— d b/d bJ c 

I (It. 1 Oiltt. B*>7 U7*fcxt£tt) |:1B1B. 59 
Pal. jSPft-S-Lfc,, ft-S-l!*&2j§l£T?[*0. 5%HPMC 
5. **Uil|i$5iIl£-C*l;t5%Tw e e n 8 0 5)S#i Lfc 

. jm«tt©56»i*Jift«iiJ:ya5JiiLfcjiiaa>jii»iis, #4 
MJft* b 9 9 i *-e Hje-r * c 1 1 i= «fc y ft ofc„ * ©£* 

. CRF7>5^-Xh£S#Lfcifl=[*. }Sa©**ft4 
Lfc»ttt*LT*«l=Jll«*©ttT*«*6*i*:. B3l=tt 
*Mtt*K«iJt LT, fl:^*4 6 £fflHfc*K©e*£S-r 

*fc©ttttl=l*$r*? f**S*m*fc. * : P<0. 0 5 



[0 0 6 8] *M)e : -fVX'JVtfiMEJtftfli 
i-^-va>X, 140, 616-625 (1986) f= 

E»©*ai=»iirff5. h i t-t 1 swmzi o%^> 

fl&IfcjfilSS ( H y C I one) ££fcRPM I 1 6 4 0tgti!} ( 
B*«H*SC*tt) T?3BratgSt-*o 0. 2%t?i/j4ljS7 
;U^5> (SIGMA) ££<L-K rebs— Ri nger R 
USHBiS (118. 5mM NaCI, 4. 7 4mM KC 
I, 2. 54mM CaCI;, 1. 19mM M g S 0 4 
. 1. 1 9mM KH 2 P0 4 , 2 5mM NaHC0 3 
. 10mM HEPES [2- (4- (2-fc h'P*->If 

M - i-t°^7v-^) x*>xn,;f-oig] , P H7. 4 
) ( JilT- K R B B) Tfj5fe;$Lfc&, 0. 2 %^ vlltl;f 7JU7 
5^fcKRBBf3 O^fSL fjtg«-r-5o 0. 2%BS 
A^fcKRBBIzSOl/ZI— XSSflD (16. 7mM) 
#iSSnLfc&#T-t?£-<b-&ffcl£;Slin ( 1 0 u M) L, 6 0» 



significantly inthe group which prescribes CRF antagonist by 
comparison with groupwhich prescribes only solvent. Result of 
experiment which uses compound 24 for Figure 1 , result ofthe 
experiment which uses compound 57 for Figure 2 is shown. 
You displayed numerical value with mean value of each group 5 
animals. T-test of-* jp8 tP - dent was used to comparison 
with the drug-administered group and solvent administered 
group. *:P<0.05,**:P<0.01 

[0067] Working Example 4: CRF antagonist in genetic obesity 
characteristic diabetes model mouse case where oral dosageit 
does blood glucose lowering action 

0.5%HPMC >jp71owX, Shin-Etsu Chemical Co. Ltd. (D 
B 69-057-0064) ) or it used 5 % Tween80 (208 - 03525 and 
Wako Pure Chemical Industries Ltd. (DB 69-059-8875) ) 1 day 
one time , 5 week and the oral dosage did substance being 
tested ( 0. 1 , 1 and 1 0 mg/ml ) in C57BL fK sJ - db/dbJcl ( male , 
10 weeks old and Clea Japan Inc. (DN 69-073-1062)) as 
medium. To dosage start 2 week eye 0.5 % HPMC, 5 % 
Tween80 was designatedas medium to 5 week eye after that. 
Pursuit of blood glucose level did from tail end blood glucose 
level of bloodwhich blood drawing is done, by with measuring 
from start of dosage to the9 week eye. As a result, you could 
see decrease of blood glucose level significantly inthe group 
which prescribes CRF antagonist by comparison with 
groupwhich prescribes only solvent. Result of experiment 
which uses compound 46 for Figure 3 as therepresentative 
Working Example, is shown. You displayed numerical value 
with mean value of each group 4 animal'^" mesh calibration 
was used to comparison with drug-administered group and 
solvent administered group. *:P<0.05 

[0068] Working Example 5: Insulin secretion promotion action 

It experiments biochemical * biophysical * research * communi 
cation X, according to method which is stated inthe 140,616 - 
625(1986) . HIT- T15 cell 3-day period is cultured with 
RPMI1640 culture medium (Nissui Pharmaceutical Co., Ltd.) 
which includes thel 0 % fetal calf serum (HyClone). After 
washing with Krebs- Ringer carbon dioxide buffer (118.5 
mM NaCI, 4.74 mM KC1, 2.54 mM CaCl2 , 1 . 1 9 mM 
MgS04,1.19mM KH2PCM,25mM NaHC03 , 10 mM 
HEPES (2 - (4 - (2 - hydroxyethyl) - 1 - piperazinyl) ethane 
sulfonic acid ) and pH 7.4) (KRBB below ) which includes 0.2 
% bovine blood serum albumin (SIGMA), 3 0-minute and 
preculture it does with KRBB which includes 0.2 % bovine blood 
serum albumin. In KRBB which includes 0.2 % BSA glucose 
addition (16.7 mM) or addition ( 1 0 uM ) it doeseach 
compound under condition which nonaddition is done 6 0- 
minute afterculturing, supernatant it recovers, insulin quantity 
in culture supernatant is measured due to ETJSA(KK grass goat) . 
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[0 0 6 9] SR0I6 : -f >X U >#flM3tftffl 



H«t(*X>K? OS/— , 1 3 7, 4 7 0 6 — 4 7 1 2 ( 

1996) i=E«©*ai=»i:rff5. 3T3-Li«iSf 
turns (*B*it*) £ 1 o%0'>iesiit (g i b c o br 

L , UlT F C S ) Dulbecoo's modif 

ied Eagle' s igtft (G i b c o BRL, D M E 
M) (UtTs tfitfe 1 ) T*2 4 we I I ^U— h (Fa I c o 
n 3 047) 5%C0 2 T, 3 7°CTiig#U □ > 

7W>hJ:« t 10/Jg/mL -f>X'J> (-7V1B 
SL fQjt«*I**SC*tt) . 0. 2 5/yg/mL x+i* 
(»jt«*I*»SC£ti) £*V0. 5mM 3- 

-f v^;u- 1 -y^;u+tn>^> (sigma) £#t;iS 

HJwe I I gfclj 1 mLj)P^T4 8B#r B 1. 0 0 

g/mL-f VX'J>t*t;**1 r=36*LT4 8*IHI, 5% 

co2T, 3 7°ctig#LiiBKSfflaa^it$-a-4. 

* 1 mL<Dtgit!3l t4Bffiig*U 7;io-XflSi£§Sg&<::<!6 

fflf 4. WMillts?j«*;ux;u**S/R=»(*L. i u l 

Hwe I ll=«nU y;i/3-X3H&*eStt7*-t?*«* 
4^l*£l£j£*lz&£-f4c 4B^ 3 7°C<0'J>KS»JS 
iS (PBS) T*3|s]5Sfcj$Ls J4l>t^-t^'Sl.''DMEM'T?5% 
CO, T, 3 7°Ct?3B^rBltg#-r-i)o JbCKrebs-R 
i nger U>K£i$(130mM N a C I , 5mM 
MgCI 2 » 1- 3mM CaCI 2 . 1. 3mM Mgl 
S0 4% lOmM N a 2 H P0 4 , pH7. 4 S JilTKR 
P) TM SfcjfL, KRPJ0. 94mLS»U 3 7°C7? 
±S#1-*o 1 0»*l=-f >5/i'J>*1 if Ml=fc4 J: 5 l=» 
flDL (600//g/mLMJ0. 01ml_;fc»D) % 2 0» 
F B li£#T4 0 [ 3 H] 2 -x^+v-D-^^n-X (Am 
e r s h am) fc=fc 2 D - -7. (ftjfc 
tt*X**SC*tt) *«*aBE*<1 VC i 6J:tf 1 mMiZtj. 
4«£?KjSJJD (20/lCi/mL, 2 OmM^JUn— XjgiS 
£0. 05mL;feto) L> 3 7fC1 0»M*it«. *• 
±;t£R£SU iK;*LfcPBST?2|H]afe;tUfc^. IN N 
aOHjO. 5 5mL;ML, «Si§«L, »»f U 
-•>3>2lO>$-£ffl^T\ ttlfttSd[tM£-r-&. sans 
•^0)2 -x7t-+»>- D-^;Un-7.|Sii£ (ttttftjME) * 

>x >j >i¥«T-e«DWK«illS6Jini*d:3fiSJinii*<oy;u=i-x 
sx&sa>M£^ >x ij >»eft*5etti=ais-r*«*Ra>*!i 

SiU -OX'JVgMHTFT?©**. basal 7 

a/aemii3M*tt) * 1 oo-c?«^-t4 0 



[0069] Working Example 6: Insulin action strengthening activi 

ty 

It experiments according to method which is stated in endo Cast 
anea crenata Sieb. et Zucc. cinder di- ,137,47064712(1996) . 
3T3 - LI fibroblast (Dainippon Pharmaceutical) with Du lb 
ecoo's modified Eagle's culture medium (Gibco BRL and 
DMEM ) (Below , culture medium 1) which includes 10 % fetal 
calf serum (FCS below GibcoBRL and )under 5 % C02, it 
cultures with 37 °C making use of 24well plate (Falcon3047), 
makes confluent. 10 ug/ml insulin ( bovine pancreas make 
and Wako Pure Chemical Industries Ltd. (DB 69-059-8875) ), 
per well 1 ml adding culture medium 1 which includes the0.25 
ug/ml dexamethasone (Wako Pure Chemical Industries Ltd. 
(DB 69-059-8875)) and 0.5 mM 3 - isobutyl - 1 - methyl 
xanthine (SIGMA), 4 8-hour , furthermore exchanging to 
theculture medium 1 which includes 10 ug/ml insulin, under 4 8- 
hour and 5 % C02, itcultures with 37 °C and differentiates to 
lipid cell. 4 day it cultures lipid cell with culture medium 1 of 1 
ml, uses for glucose taking*: experiment. It melts substance 
being tested in dimethyl sulfoxide, 1 ul adds to each well, to 
glucose taking^ experiment end resident in does to also in 
culture mediumor reaction mixture. After 4 day, thrice you 
wash with phosphate buffer solution (PBS) of 37 °C, withthe 
DMEM which does not include blood serum under 5 % C02, 3 
hoursyou culture with 37 °C. Furthermore one time you wash 
with Krebs- Ringer phosphate buffer (KRP below 130 mM 
NaCl,5mM MgCl2,1.3mM CaCl2,1.3mM MgSO4,10 
mM Na2HPC4, pH 7.4 and ) , 0.94 ml addthe KRP, culture 
with 37 °C. In order to become 1 uM, it adds insulin after 10 
min and(600 ug/ml solution 0.01 ml addition), 2 0-minute it 
cultures. In order for final concentration to become 1 uCi and 
1 rrM, addition (20 uCi / ml and 20 mM glucose solution 0.05 
ml addition)it does [ 3H] 2 - deoxy - D - glucose (Amersham) 
and 2 - deoxy - D - glucose (Wako Pure Chemical Industries 
Ltd. (DB 69-059-8875)), 10 mincultures with 37 °C. culture 
supernatant is removed, twice after washing with PBS which the 
ice cooling is done, IN NaOH0.55 ml is added, cell is melted, 
the radioactivity concentration is measured making use of liquid 
scintillation counter. 2 - deoxy - D - glucose takii^ 
quantitative ( radioactivity concentration ) to cell is 
comparedunder existing of substance being tested and under 
absence. It makes time of substance being tested addition undo- 
namely, insulin existing, and effectof substance being tested 
which causes difference of glucose taking quantityat time of 
nonaddition to insulin receptor sensitivity it makes action 
which causesdifference under insulin absence, to basal glucose 
taking & quantity of the substance being tested. It indicates in 
each case, with ( substance being tested existence / substance 
being tested absence) X 100. 
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[0070] mm®\7 ■. 3T3-L 1 mmzntummfo 

3T3-L1« (U1 CifflBa/mL) £2 47X3?- 

(DM EM) £ffll^T=l>?JUX> hl=&-& 
STM^i^-S-f*] (3 7°C, 5%C0 2 ) T'tgftLfc 
o tgife£l®?I^Ls 10(/g/mLO^'JX 2. 5^ 
g/mLf+-t)-^5V>teJ;y'0. 5mmol/L 3--f 
V7T;U- 1 ->fWt>f>Jt{ 1 -DMEMT?2 BflltfS 
SSL -<>X'J>£JDxfcDMEMIzA^T^ bl32 BfBlig 
gU -?-(7)SDMEMa)^-e4~5 BfB]tg*££cr+fc 0 IS!* 
It^litfltllfltefS <fc y ;SJD Lfco M£ 'J >S£IHfi&T;* 2 
£S8tl#U &*(0h>)7<)ii=7J KS£ h U 7 

= lb£tl4 6, 5 7C7)|S^lJ£*3|-*-rc 



[0070] Working Example 7: Fat cell differentiation promotion 
action for 3T3 - LI cell ( insulin resistance improving action ) 

Until it becomes confluent, 3T3 - LI cell (1 X 104 cell / ml) m 
aking use of Dulbeccoalteration Eagle culture medium (DMEM) 
which includes 10 % fetal calf serum with 24 hole collagen 
coating plate itcultured with (37 °C and 5 % C02 ) inside 
incubator, aspiration removal doing culture medium, after 2 
day culturing, being able to applyto DMEM which adds insulin 
with DMEM which includes thelO ug/ml insulin , 2.5 ug/ml 
dexamethasone and 0.5 mmol/1 3 - isobutyl - 1 - methyl 
xanthine furthermore 2 day itcultured, after that continued 4 
to 5 day culture with only theDMEM. test compound added 
from when starting differentiation, cell after twice washing cell 
fragmenting was done with thephosphate buffer, triglyceride 
quantity in liquid quantification was done making useof 
triglyceride E - test Wako (Wako Pure Chemical Industries Ltd. 
(DB 69-059-8875)). Test Example of compound 4 6, 5 7 is 
shown in Table 3. 



[0071] 



I) % of control 



Test compound 
ntrol 



TGcontents(mg/well) %ofco 



lt£$J4 6 0. 1 mmol/L 
120 ± 61 



10 mmol/L 
325 ±11 



lLv&&5 7 0. 1 nrnol/L 
123 ±111 



10 mmol/L 
322 ±12 



Compound 46 0. 1 mmol/1 
/- 6 



1 mmol/1 
10 mmol/1 



Compound 57 0. 1 mmol/1 
/- 11 



33+/- 2 



1 mmol/1 
10 mmol/1 



22+/- 2 100 

26 +/- 1 120 + 

149 +/- 8 
71 +/- 2 325 +/- 11 

27+/- 2 123 + 

35+/- 2 159 +/- 8 

71+/- 3 322 +/- 12 



ISTA's Paterra(tm), Version 1 .5 (There may be errors in the above translation. ESTA cannot 

be held liable for any detriment from its use. WWW: http://www.intlscience.com Tel:800-430-5727) 



JP 00038350A Machine Translation 



[0 0 7 2] H*ML##M 

f4. ^M2OO^-r>a0SSl;aL. 5 0°CT*$£JgL 
» $bl32 4^-yva.©iSl=Ji-r 1 , S;^3mgfiJ;^T 

»S3fci*7*;uAzi-Hiiig-t4;iij!i«-e#4. i 



[00 7 3] 

lH*CRF»«*7>*^=XhStt***4HRSC (I) 

nits®. *<DE*±ire**i4£Sfciif-a>*fn*i[* % m 

* ft ft *i 4 ffl^ffl * @il L fc«ER* 56** t L T If ft 
4„ 



[01] fc*tt2 4a>jfc«ltTfWI*>S-*-BIT?fc4. 



[02] it£Va5 7fflMKT^ffl?StlT'fc*„ 



[01] I 




[0072] Formulation Example 1 

Compound 50 mg which possesses antagonist activity for CRF r 
eceptor in lactose 98 mg and thecornstarch 45 mg , 
hydroxypropyl cellulose 3 mg and blender kneading 
combination is done in thefully. It passes through blended 
material to sieve of 200 mesh, dries with the50 °C, 
furthermore passes to sieve of 24 mesh. It mixes with talc 3 
mg and magnesium stearate 1 mg, it obtains tablets of theweight 
200 mg making use of pestle of diameter 9 mm. This tablets 
sugar coat or film coating is possible according to need. 

[0073] 

[Effects of the Invention] By above-mentioned Working Exam 
pie , CRF receptor antagonist possessing blood glucose lowering 
action vis-a-visthe diabetes model animal, was shown. 
Therefore, compound of General Formula (I) which possesses 
CRF receptor antagonist or theCRF receptor antagonist activity, 
as for pharmaceutically acceptable salt or hydrate, it is useful as 
diabetes treatment drug whichevades side effect which possesses 
blood glucose lowering action due to novel action mechanism, 
is seenin conventional diabetes treatment drug. 

[Brief Explanation of the Drawing(s)] 

[Figure 1] It is a figure which shows blood glucose lowering actio 
n of compound 24. 

[Figure 2] It is a figure which shows blood glucose lowering actio 
n of compound 57. 

[Figure 3] It is a figure which shows blood glucose lowering actio 
n of compound 46. 

[Figure 1] 
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[Figure 2] 
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[Figure 3] 
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